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(57) Abstract: Compounds having the formula (I), are useful for inhibiting protein kinases. Also 
disclosed are compositions which inhibit protein kinases and methods of inhibiting protein kinases in 
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KINASE iNHrorroRS 



Technical Field 

The present invention relates to compounds which are useful for inhibiting protein 
kinases, methods of making the compounds, compositions containing the compounds, and 
methods of treatment using the compounds. 

Background of the Invention 

Protein kinases have been clearly shown to be important in the progression of many 
disease states that are induced by the inappropriate proliferation of cells. These kinases are 
often found to be up-regulated in many hyperproliferative states such as cancer. These 
kinases may be important in cell signaling, where their inappropriate activation induces cells 
to proliferate (e.g. EGFR, ERBB2, VEGFR, FGFR, PDGFR, c-Met, IGF-IR, RET, TIE2). 
Alternatively, they may be involved in signal transduction within cells (e.g. c-Src, PKC, Akt, 
PKA, c-Abl, PDK-1). Often these signal transduction genes are recognized proto-oncogenes. 
Many of these kinases control cell cycle progression near the Gl-S transition (e.g. Cdk2, 
Cdk4), at the G2-M transition (e.g. Weel, Mytl, Chkl, Cdc2) or at the spindle checkpoint 
(Plk, Auroral or 2, Bubl or 3). Furthermore, kinases are intimately linked to the DNA 
damage response (e.g. ATM, ATR, Chkl, Chk2). Disregulation of these cellular functions; 
cell signaling, signal transduction, cell cycle control, and DNA repair, are all hallmarks of 
hyperproliferative diseases, particularly cancer. It is therefore likely that pharmacological 
modulation of one or more kinases would be useful in slowing or stopping disease 
progression in these diseases. 

Summary of the Invention 

In its principle embodiment the present invention provides a compound of formula (I) 




(D, 



or a therapeutically acceptable salt thereof, wherein 
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X is selected from the group consisting of C(R^ and N; wherein is selected from 

the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; 

X' is selected from the group consisting of C and N; 

Y is selected from the group consisting of C and N; 

Y' is selected from the group consisting of C(R^ and N; wherein R^ is selected from; 
the group consisting of hydrogen and -L--L^(R^)(R^); 

Z is selected from the group consisting of C and N; 

provided that 0, 1, or 2 of X, X', Y, Y', and Z are N; 

is selected from the group consisting of a bond,-0-, -NR^-, alkenyl, alkynyl, 
-C(0)-, -S-, -S(0)-, -8(0)3-, -S(0),N(R^)-, -N(R^)S(0),-, -C(R^^),-, -C(R*^),N(R^)-, 
-N(R^)C(0)-, and -C(0)N(R^)s wherein each group is drawn with its left end attached to R^ 
and its right end attached to the aromatic ring; 

is selected from the group consisting of a bond,-0-, -C(R^-)2-, -S-, -N(R^)-, 
-N(R')C(0)-, and -C(0)N(R')s 

is selected from the group consisting of a bond, alkylidene and alkylene, wherein 
the alkylidene and the alkylene are optionally substituted with one or two substitumts 
independently selected from the group consisting of alkoxy, amino, cyano, and hydroxy; 

R^ is selected from the group consisting of aryl, heteroaryl, and heterocycie; 

R^ and R'* are independently absent or selected from the group consisting of hydrogen, 
alkenyl, alkyl, alkynyl, amino, aryl, arylalkynyl, cyano, cyanoalkenyl, halo, heteroaryl, 
heterocycie, hydroxyalkyl, and nitro; or 

R- and together with the carbon atoms to which they are attached, form a ring 
selected from the group consisting of aryl, heteroaryl, and heterocycie; or 

R*^ and L\ together with the carbon atoms to which they are attached, form a ring 
selected from the group consisting of aryl, heteroaryl, and heterocycie; 
provided that when is alkylidene, R^ and I?, together with the carbon atoms to which they 
are attached, form a ring selected from the group consisting of aryl, heteroaryl, and 
heterocycie; 

R^ is absent or selected from the group consisting of hydrogen, aryl, arylalkoxy, 
arylalkylamino, arylalkylthio, aryloxy, arylthio, cycloalkyi, heteroaryl, heteroarylalkoxy, 
heteroaryloxy, and heterocycie; 

R^ is selected from the group consisting of hydrogen, aryl, arylalkoxy, 
arylalkylamino, arylalkylthio, aryloxy, arylthio, cycloalkyi, heteroaryl, heteroarylalkoxy, 
heteroaryloxy, and heterocycie; 

provided that when and are bonds, at least one of R^ and R^ is other than 
hydrogen; 
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is selected from the group consisting of hydrogen, alky I, alkylcarbonyl, 

alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; 

is absent or selected from the group consisting of hydrogen, alkyl, cyanoalkenyl, 
and -L'-L'(R^)(R'); or 

R^ and L*, together with the carbon atoms to which they are attached, form a ring 
selected from the group consisting of aryl, heteroaryl, and heterocycle; and 

each R*^ is selected from the group consisting of hydrogen, alkenyl, alkyl, alkynyl, 
amino, aryl, cyano, halo, heteroaryl, heterocycle, and nitro. 

In another embodiment the present invention provides a compound of formula (II) 




(11), 

or a therapeutically acceptable salt thereof, wherein 

is selected from the group consisting of a bond,-0-, -N(R^)-, alkenyl, alkynyl, 
-N(R')C(0)-, and -C(0)N(R')s 

is selected from the group consisting of a bond,-0-, -N(R^)-, -N(R^)C(0)-, and 
-C(0)N(R>; 

is selected from the group consisting of a bond, alkylidene, and alkylene, wherein 
the alkylidene and the alkylene are optionally substituted with one or two substituents 
independently selected from the group consisting of amino, cyano, and hydroxy; 

R' is selected from the group consisting of aryl, heteroaryl, and heterocycle; 

R^ and R^ are independently selected from the group consisting of hydrogen, alkenyl, 
alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl; 
wherein the heteroaryl is selected from the group consisting of fury 1, pyrazinyl, thiazolyl, and 
thienyl; or 

R- and L\ together with the carbon atoms to which they are attached, form a ring 
selected from the group consisting of dihydropyrrolyl, pyrazolyl, and phenyl; or 

R'* and L^ together with the carbon atoms to which they are attached, form a ring 
selected .from the group consisting of dihydropyrrolyl, phenyl, pyridinyl, and pyrrolyl; 
wherein the ring can be optionally substituted with oxo; 

provided that when is alkylidene, R* and L", together with the carbon atoms to which they 
are attached, form a ring selected from the group consisting, of dihydropyrrolyl, phenyl, 
pyridinyl, and pyrrolyl; wherein the ring can be optionally substituted with oxo; 

R^ is absent or selected from the group consisting of hydrogen, aryl, arylalkoxy, 
arylalkylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and 
heterocycle; 
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are independently selected from the group consisting of hydrogen, aryl, arylalkoxy, 
arylalkylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, and heteroarylalkoxy, heteroaryloxy, 
and heterocycle; 

provided that when and are bonds, at least one of and R^ is other than 
hydrogen; 

R^ is selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, 
alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; and 

X is selected from the group consisting of C(R^ and N; wherein R* is selected from 
the group consisting of hydrogen, amino, carboxy, cyano, and halo. 

In another embodiment the present invention provides a compound of formula (III) 



or a therapeutically acceptable salt thereof, wherein 

is selected from the group consisting of a bond,-0-, -N(R^)-, alkenyl, alkynyl, and 

-N(R^)C(0)s 

is selected from the group consisting of a bond, -N(R^)-, -N(R^)C(0)-, and 
-C(0)N(R^)S 

V is alkylene, wherein the alkylene is substituted with one or two substituents 
independently selected from the group consisting of amino and hydroxy;' 

R^ is selected from the group consisting of aryl, heteroaryl, and heterocycle; 

R^ and R'* are independently selected from the group consisting of hydrogen and halo; 

R^ and R^ are independently selected from the group consisting of hydrogen, aryl, 
arylalkoxy, and heteroaryl; provided that when and V are bonds, at least one of R^ and R^ 
is other than hydrogen; and 

R^ is selected from the group consisting of hydrogen and alkyl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N, wherein R* is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^is 
-L--L^(R^)(R^); Z is C; LMs alkenyl; V is selected from the group consisting of a bond,-0-, 
-C(R%^, -S-, -N(R^)-, -N(R0C(O)-, and -C(0)N(R^)s V is a bond or selected from the 
group consisting of alkylidene and alkylene, wherein the alkylidene and the alkylene are 
optionally substituted with one or two substituents independently selected from the group 
consisting of alkdxy, amino, cyano, and hydroxy; R^ is selected from the group consisting of 
aryl, heteroaryl, and heterocycle; R^ and R^ are independently absent or selected from the 




(HI), 
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group consisting of hydrogen, alkenyl, alkyl, alkynyl, amino, aryl, arylalkynyl, cyano, 

cyanoalkenyl, halo, heteroaryl, heterocycle, hydroxyalkyi, and nitro; is absent or selected 

from the group consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkyithio, 

aryioxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and heterocycle; 

is selected from the group consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, 

arylalkyithio, aryioxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and 

heterocycle; R^ is selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, 

alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; R^ is absent or selected 

from the group consisting of hydrogen, alkyl, and cyanoalkenyl; and each R'- is selected from 

the group consisting of hydrogen, alkenyl, alkyl, alkynyl, amino, aryl, cyano, halo, 

heteroaryl, heterocycle, and nitro. 

In another embodiment, the present invention provides a compound of formula (I) 

wherein X is selected from the group consisting of C(R^) and N, wherein R® is selected from 

the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 

is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^is 

-L--L'(R')(R^); Z is C; is alkenyl; V is -0-; is alkylene, wherein the alkylene is 

optionally substituted with one substituent selected from the group consisting of alkoxy, 

amino, cyano, and hydroxy; R' is selected from the group consisting of aryl, heterocycle, and 

heteroaryl; R^ and R'^ are independently selected from the group consisting of hydrogen, 

alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 

heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 

thiazolyl, and thienyl; R^ is hydrogen; R^ is selected from the group consisting of hydrogen, 

aryl, arylalkoxy, arylalkylamino, arylalkyithio, aryioxy, arylthio, cycloalkyl, heteroaryl, 

heteroarylalkoxy, heteroaryloxy, and heterocycle; and R^ is absent or selected from the group 

consisting of hydrogen, alkyl, and cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 

wherein X is selected from the group consisting of C(R') and N, wherein R' is selected from 

the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 

is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^is 

-L'-L'(R^)(R^); Z is C; is alkenyl; is -0-;.L' is alkenyl; V is -0-; is alkylene, wherein 

the alkylene is optionally substituted with one substituent selected from the group consisting 

of alkoxy, amino, cyano, and hydroxy; R^ is heteroaryl; R^ and R'* are independently selected 

from the group consisting of hydrogen, alkenyl, alkynyl, arylalkynyl, amino, cyano, 

cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, wherein the heteroaryl is selected from the 

group consisting of furyl, pyrazinyl, thiazolyl, and thienyl; R\\s hydrogen; R^is selected 

from the group consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkyithio. 
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aryloxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and heterocycle; 

and R"^ is absent or selected from the group consisting of hydrogen, alkyi, and cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X' is C; Y is C; is C(R% wherein is -L^-L'(R')(R'); Z is C; is 
alkenyl; is -6-; is alkylene, wherein the alkylene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R* is 
heteroaryl; R^ and R** are independently selected from the group consisting of hydrogen, 
alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is heteroaryl; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; and X' is C; Y is C; Y' is C(I^), wherein R' is -L--L'(R')(R'); Z is C; is 
alkenyl; is -0-; is alkylene, wherein the alkylene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; is 
heteroaryl; and R'* are independently selected from the group consisting of hydrogen, 
alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is aryl; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N, wherein R^ is selected from 
the group consisting of hydrogen, alkyi, amino, carboxy, cyano, halo, hydroxy, and amido; 
and X' is selected from the group consisting of G and N; Y is C; Y' is C(R), wherein is 
"L'-L'(R')(R^); Z is C; is alkenyl; is -0-; is a bond; R' is heteroaryl; R' and R' are 
independently selected from the group consisting of hydrogen, alkenyl, alkynyl, arylalkynyl, 
amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, wherein the heteroaryl is 
selected from the group consisting of furyl, pyrazinyl, thiazolyl, and thienyl; R^ is absent; R^ 
is heterocycle; and R^ is absent or selected from the group consisting of hydrogen, alkyl, and 
cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X* is C; Y is C; Y' is C(R% wherein R' is -L^-L'CR^CR^); Z is C; is 
alkenyl; V is -0-; is a bond; R^ is heteroaryl; R^ and R^ are hydrogen; R^ is absent; R^ is 
heterocycle; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R*) and N, wherein R^ is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y* is C(R^), wherein R^is 
-L'-L'(R')(R^); Z is C; L' is alkenyl; V is «N(ROC(0)-; is alkylene, wherein the alkylene 
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is optionally substituted with one substituent selected from the group consisting of alkoxy, 

amino, cyano, and hydroxy; is selected from the group consisting of aryl, heterocycle, and 

heteroaryl; and R^ are independently selected from the group consisting of hydrogen, 

a.Ikenyl, alkynyi, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 

heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 

thiazolyl, and thienyl; R^ is hydrogen; R^ is selected from the group consisting of hydrogen, 

aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, arylthio, cycioalkyi, heteroaryl, 

heteroarylalkoxy, heteroaryloxy, and heterocycle; andR' is absent or selected from the group 

consisting of hydrogen, alkyl, and cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 

wherein X is N; and X' is C; Y is C; Y' is C(R'), wherein is -L'-L'(R^)(R'); Z is C; is 

alkenyl; is -N(R^)C(0)-; is alkylene, wherein the alkylene is optionally substituted with 

one substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R* 

is heteroaryl; R- and R'* are independently selected from the group consisting of hydrogen, 

alkenyl, alkynyi, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 

heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 

thiazolyl, and thienyl; R^ is hydrogen; R^ is heteroaryl; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 

wherein X is N; X' is C; Y is C; Y' is C(R% wherein R^ is "L'-L'(R')(R'); Z is C; is 

alkenyl; V is -N(R^)C(0)-; is alkylene, wherein the alkylene is optionally substituted with 

one substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R^ 

is heteroaryl; R^ and R^ are independently selected from the group consisting of hydrogen, 

alkenyl, alkynyi, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 

heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 

thiazolyl, and thienyl; R^ is hydrogen; R^ is aryl; and R^is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 

wherein X is selected from the group consisting of C(R^) and N, wherein R^ is selected from 

the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 

is selected from the group consisting of C and N; Y is C; Y' is C{R^), wherein R^ is -L^- 

L^(R^)(R^); Z is C; is alkynyi; is selected from the group consisting of a bond,-0-, - 

C(R^'')r, -S-, -N(R^)-, -N(R^)C(0)-, and -C(0)N(R^)s is a bond or selected from the group 

consisting of alkylidene and alkylene, wherein the alkylidene and the alkylene are optionally 

substituted with one or two substituents independently selected from the group consisting of 

alkoxy,' amino, cyano, and hydroxy; R^ is selected from the group consisting of aryl, 

heteroaryl, and heterocycle; R^ and R^ are independently selected from the group consisting 

of hydrogen, alkenyl, alkyl, alkynyi, amino, aryl, arylalkynyl, cyano, cyanoalkenyl, halo, 

heteroaryl, heterocycle, hydroxyalkyl, and nitro; R^ is absent or selected from the group 
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consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, arylthio, 
cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and heterocycle; is selected from 
the group consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, 
arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and heterocycle; is 
5 selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, alkylsulfonyl, 

aryicarbonyl, arylsulfonyl, and heteroarylsulfonyl; R^ is absent or selected from the group 
consisting of hydrogen, alkyl, and cyanoalkenyl; and each R^^is selected from the group 
consisting of hydrogen, alkenyl, alkyl, alkynyl, amino, aryl, cyano, halo, heteroaryl, 
heterocycle, and nitro. 

10 In another embodiment, the present invention provides a compound of formula (I) 

wherein X is selected from the group consisting of C(R^) and N, wherein R^ is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^ is -V- 
L^(R^)(R^); Z is C; is alkynyl; is -0-; is alkylene, wherein the alkylene is optionally 

15 substituted with one substituent selected from the group consisting of alkoxy, amino, cyano, 
and hydroxy; R^ is selected from the group consisting of aryl, heterocycle, and heteroaryl; R^ 
and R** are independently selected from the group consisting of hydrogen, alkenyl, alkynyl, 
arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, wherein the 
heteroaryl is selected from the group consisting of furyl, pyrazinyl, thiazolyl, and thienyl; R^ 

20 is hydrogen; is selected from the group consisting of hydrogen, aryl, arylalkoxy, 

arylalkylamino, arylalkylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, 
heteroaryloxy, and heterocycle; and R^ is absent or selected from the group consisting of 
hydrogen, alkyl, and cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 

23 wherein X is selected from the group consisting of C(R*) and N, wherein R* is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X* 
is selected from the group consisting of C and N; Y is C;Y' is C(R^), wherein R^ is -L^- 
L^(R^)(R^); Z is C; is a bond; is selected from the group consisting of a bond,-0-, - 
C(R'-)2-, -S-, -N(R^)-, -N(R')C(0)-, and -C(0)N(R')s is a bond or selected from the group 

30 consisting of alkylidene and alkylene, wherein the alkylidene and the alkylene are optionally 
substituted with one or two substituents independently selected from the group consisting of 
alkoxy, amino, cyano, and hydroxy; R* is selected from the group consisting of aryl, 
heteroaryl, and heterocycle; R^ and R"^ are independently selected from the group consisting 
of hydrogen, alkenyl, alkyl, alkynyl, amino, aryl, arylalkynyl, cyano, cyanoalkenyl, halo, 

35 heteroaryl, heterocycle, hydroxyalkyl, and nitro; R^ is absent or selected fromthe group 
consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, arylthio, 
cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and heterocycle; R^ is selected from 
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the group consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, 
arylthio, cycloalkyl, heteroaryl, heteroaryialkoxy, heteroaryloxy, and heterocycle; is 
selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, alkylsulfonyl, 
arylcarbonyi, arylsulfonyl, and heteroarylsuifonyi; is absent or selected from the group 
5 consisting of hydrogen, alkyl, and cyanoalkenyl; and each R^^ls selected from the group 
consisting of hydrogen, alkenyl, alkyl, alkynyl, amino, aryl, cyano, halo, heteroaryl, 
heterocycle, and nitro. 

In another embodiment, the present invention provides a compoimd of formula (I) 
wherein X is selected from the group consisting of C(R^) and N, wherein R^ is selected from 

10 the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; 
and X' is selected from the group consisting of C and N; Y is C; Y' is C(R), wherein R^ is 
-L^-L^(R^)(R^); Z is C; is a bond; V is is alkylene, wherein the alkylene is 

optionally substituted with one substituent selected from the group consisting of alkoxy, 
amino, cyano, and hydroxy; R^ is selected from the group consisting of aryl, heterocycle, and 

15 heteroaryl; R^ and R"* are independently selected from the group consisting of hydrogen, 
alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of fiiryl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is selected from the group consisting of hydrogen, 
aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, arylthio, cycloalkyi, heteroaryl, 

20 heteroarylalkoxy, heteroaryloxy, and heterocycle; and R^ is absent or selected from the group 
consisting of hydrogen, alkyl, and cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X* is C; Y is C; Y' is C(R!), wherein R^ is -L^-L^(R")(R'); Z is C; is a 
bond; V is -0-; is alkylene, wherein the alkylene is optionally substituted with one 

25 substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R* is 
heteroaryl; R^ and R* are independently selected from the group consisting of hydrogen, 
alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of fiiryl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is aryl; and R^ is hydrogen. 

30 In another embodiment, the present invention provides a compound of formula (I) 

wherein X is N; X' is C; Y is C; Y' is CiR% wherein R^ is -L'-L^(R')(R'); Z is C; is a 
bond; V is -0-; is alkylene, wherein the alkylene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R^ is 
heteroaryl; R^ and R* are independently selected from the group consisting of hydrogen, 

35 alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 

heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is heteroaryl; and R^ is hydrogen. 
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In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N, wherein is hydrogen; X' 
is N; Y is C; Y' is C(R^, wherein R' is -L'-L'(R3)(R^); Z is C; is a bond; is -O-; is 
alkylene, wherein the alkyiene is optionally substituted with one substituent selected from the 
group consisting of alkoxy, amino, cyano, and hydroxy; R* is heteroaryl; R^ and R"* are 
independently selected from the group consisting of hydrogen, alkenyl, alkynyl, arylalkynyl, 
amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, wherein the heteroaryl is 
selected from the group consisting of fiiryl, pyrazinyl, thiazolyl, and thienyl; R^is hydrogen; 
R^ is heteroaryl; and R^ is absent. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X' is C; Y is N; Y' is C(R^), wherein R' is -L'-L'(R')(R'); Z is C; is a 
bond; is -0-; is alkyiene, wherein the alkyiene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R^ is 
heteroaryl; R- is absent; R'* is selected from the group consisting of hydrogen, alkenyl, 
alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, 
wherein the heteroaryl is selected.from the group consisting of furyl, pyrazinyl, thiazolyl, and 
thienyl; R^ is hydrogen; R^ is aryl; and R' is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X' is C; Y is N; Y' is C(R^), wherein R' is -L'-L'(R')(R^); Z is C; is a 
bond; V is -0-; is alkyiene, wherein the alkyiene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R* is 
heteroaryl; R^ is absent; R^ is selected from the group consisting of hydrogen, alkenyl, 
alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, 
wherein the heteroaryl is selected from the group consisting of fiiryl, pyrazinyl, thiazolyl, and 
thienyl; R^ is hydrogen; R^ is heteroaryl; and R*^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is C(R'), wherein R' is hydrogen; X' is C; Y is N; Y' is C(R^, wherein R^ is -L'- 
L^(R^)(R^); Z is C; is a bond; L" is -0-; is alkyiene, wherein the alkyiene is optionally 
substituted with one substituent selected from the group consisting of alkoxy, amino, cyano, 
and hydroxy; R* is heteroaryl; R^ is absent; R^ is selected from the group consisting of 
hydrogen, alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is aryl; and R^is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is C(R'), wherein R' is hydrogen; X is C; Y is N; Y' is C(R% wherein R^ is -L^- 
L^(R^)(R^); Z is C; is a bond; V is -0-; is alkyiene, wherein the alkyiene is optionally 
substituted with one substituent selected from the group consisting of alkoxy, amino, cyano, 



-10- 



wo 03/051366 PCTAJS02/39915 

and hydroxy; is heteroaryl; is absent; R^ is selected from the group consisting of 
hydrogen, alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is heteroaryl; and R^ is hydrogen. 
5 In another embodiment, the present invention provides a compound of formula (I) 

wherein X is C(R'), wherein R* is hydrogen; X' is C; Y is N; Y' is C(R% wherein R^ is -V- 
L^(R^)(R^); Z is N; is a bond; V is -0-; is alkylene, wherein the alkylene is optionally 
substituted with one substituent selected from the group consisting of alkoxy, amino, cyano, 
and hydroxy; R* is heteroaryl; R'^ is absent; R^ is selected from the group consisting of 

10 hydrogen, alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of fiiryl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is aryf; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is C(R'), wherein R' is hydrogen; X' is C; Y is N; Y' is C(R% wherein R^ is -V- 

15 L^(R^)(R^); Z is N; L* is a bond; V is -0-; is alkylene, wherein the alkylene is optionally 
substituted with one substituent selected from the group consisting of alkoxy, amino, cyano, 
and hydroxy; R* is heteroaryl; is absent; R^ is selected from the group consisting of 
hydrogen, alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, aid 
heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 

20 thiazolyl, and thienyl; R^ is hydrogen; R^ is heteroar^d; and R"^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X' is C; Y is N; Y' is C(R'), wherein R' is -L'-L'(R')(R'); Z is N; L* is a 
bond; is -0-; is alkylene, wherein the alkylene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; Rl is 

25 heteroaryl; is absent; R^ is selected from the group consisting of hydrogen, alkenyl, 
alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, 
wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, thiazolyl, and 
thienyl; R^ is hydrogen; R^ is aryl; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 

30 wherein X is N; X^ is C; Y is N; Y' is C(R'), wherein R' is -L'-L\R')(R'); Z is N; is a 
bond; L" is -0-; is alkylene, wherein the alkylene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R* is 
heteroaryl; R'^ is absent; R^ is selected from the group consisting of hydrogen, alkenyl, 
alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, 

35 wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, thiazolyl, and 
thienyl; R^ is hydrogen; R.^ is heteroaryl; and R^ is hydrogen. 
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In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N, wherein is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^ is 
5 -L'-L'(R')(R^); Z is -Cs is a bond; V is -N(R^)s V is alkylene, wherein the alkylene is 
optionally substituted with one substituent selected from the group consisting of alkoxy, 
amino, cyano, and hydroxy; R^ is selected from the group consisting of aryl, heterocycle, and 
heteroaryl; R^ and R"* are independently selected from the group consisting of hydrogen, 
alkenyl, aikynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 

10 heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is selected from the group consisting of hydrogen, 
alkyl, alkylcarbonyl, alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroaryisulfonyl; R^ is 
selected from the group consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, 
arylalkylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and 

15 heterocycle; and R^ is absent or selected from the group consisting of hydrogen, alkyl, and 
cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X' is C; Y is C; Y' is C(R% wherein R^ is -L2-L'(R')(R^); Z is C; is a 
bond; iJ is -N(R^)-; is alkylene, wherein the alkylene is optionally substituted with one 

20 substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R^ is 
heteroaryl; R" and R"^ are independently selected from the group consisting of hydrogen, 
alkenyl, aikynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is selected from the group consisting of hydrogen, 

25 alkyl, alkylcarbonyl, alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroaryisulfonyl; R^ is 
heteroaryl; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X' is C; Y is C; Y' is C(R% wherein R' is -L'-L'(R')(R'); Z is C; is a 
bond; is -N(R^)-; is alkylene, wherein the alkylene is optionally substituted with one 

30 substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R^ is 
heteroaryl; R' and R"^ are independently selected from the group consisting of hydrogen, 
alkenyl, aikynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of fiiryl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is selected from the group consisting of hydrogen, 

35 alkyl, alkylcarbonyl, alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroaryisulfonyl; R^ is 
aryl; and R^ is hydrogen. 
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In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N, wherein is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^ is 
5 -L^-L'(R')(R^); Z is C; is a bond; V is -N(R^)C(0)s is alkylene, wherein the alkylene is 
optionally substituted with one substituent selected from the group consisting of alkoxy, 
amino, cyano, and hydroxy; R' is selected from the group consisting of aryl, heterocycle, and 
heteroaryl; R^ and R** are independently selected from the group consisting of hydrogen, 
alkenyl, alkynyl, arylalkynyi, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 

10 heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is selected from the group consisting of hydrogen, 
aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, 
heteroarylalkoxy, heteroaryloxy, and heterocycle; and R^ is absent or selected from the group 
consisting of hydrogen, alkyl, and cyanoalkenyl. 

15 In another embodiment, the present invention provides a compound of formula (I) 

wherein X is N; X' is C; Y is C; Y' is C(R% wherein R' is -L^-L'(R')(R'); Z is C; is a 
bond; iJ is -N(R^)C(0)-; is alkylene, wherein the alkylene is optionally substituted with 
one substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R^ 
is heteroaryl; R^ and R'* are independently selected from the group consisting of hydrogen, 

20 alkenyl, alkynyl, arylalkynyi, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 

heteroaryl, wherein the heteroaryl is selected from the group consisting of fiiryl, pyrazinyl, 
thiazolyl, and thienyl; R^ is hydrogen; R^ is heteroaryl; and R*^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X' is C; Y is C; Y* is C(R% wherein R' is -L'-L'(R')(R'); Z is C; is a 

25 bond; I? is -N(R^)C(0)-; is alkylene, wherein the alkylene is optionally substituted with 
one substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R^ 
is heteroaryl; R^ and R^ are independently selected from the group consisting of hydrogen, 
alkenyl, alkynyl, arylalkynyi, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 

30 thiazolyl, and thienyl; R^ is hydrogen; R^ is aryl; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N, wherein R* is selected from 
the group consisting of hydrogen, alkyl, amino, .carboxy, cyano, halo, hydroxy, and amido; X* 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^ is 

35 -L^-L^(R^)(R^); Z is C; is -N(R^)-; V is selected from the group consisting of a bond, -0-, - 
C(R^ V, -S-, -N(R^)-, -N(R^)C(0)-, and -C(0)N(R^)s is a bond or selected from the group 
consisting of alkylidene and alkylene, wherein the alkylidene and the alkylene are optionally 
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substituted with one or two substituents independently selected from the group consisting of 
alkoxy, amino, cyano, and hydroxy; is selected from the group consisting of aryl, 
heteroaryl, and heterocycle; R- and R'^ are independently selected from the group consisting 
of hydrogen, alkenyl, alkyl, alkynyl, amino, aryl, arylalkynyl, cyano, cyanoalkenyl, halo, 
5 heteroaryl, heterocycle, hydroxyaikyl, and nitro; R^ is absent or selected from the group 
consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, arylthio, 
cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and heterocycle; is selected from 
the group consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, 
arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and heterocycle; R^ is 
10 selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, alkylsulfonyl, 

arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; R^ is absent or selected from the group 
consisting of hydrogen, alkyl, and cyanoalkenyl; and each R'"is selected from the group 
consisting of hydrogen, alkenyl, alkyl, alkynyl, amino, aryl, cyano, halo, heteroaryl, 
heterocycle, and nitro. 

15 In another embodiment, the present invention provides a compound of formula (I) 

wherein X is selected from the group consisting of C(R^) and N, wherein R* is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^ is 
-L^-L^(R^)(R^); Z is C; is -N(R^)-; V is -0-; is alkylene, wherein the alkylene is 

20 optionally substituted with one substituent selected from the group consisting of alkoxy, 

amino, cyano, and hydroxy; R^ is selected from the group consisting of aryl, heterocycle, and 
heteroaryl; R^ and R"^ are independently selected from the group consisting of hydrogen, 
alkenyl, alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and 
heteroaryl, wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, 

25 thiazolyl, and thienyl; R^ is hydrogen; R^ is selected from the group consisting of hydrogen, 
alkyl, alkylcarbonyl, alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; R^ is 
selected from the group consisting of hydrogen, aryl, arylalkoxy, arylalkylamino, 
arylalkylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and 
heterocycle; and R' is absent or selected from the group consisting of hydrogen, alkyl, and 

30 cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; X' is C; Y is C; Y' is CCR"), wherein R'' is .L^-L'CR'XR'); Z is C; V is 
-N(R^)-; is -0-; is alkylene, wherein the alkylene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R* is 
35 selected from the group consisting of aryl, heterocycle, and heteroaryl; R^ and R'* are 

independently selected from the group consisting of hydrogen, alkenyl, alkynyl, arylalkynyl, 
amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, wherein the heteroaryl is 
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selected from the group consisting of fiiryl, pyrazinyl, thiazolyl, and thienyl; R^is hydrogen; 

is selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, alkylsulfonyl, 
arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; R^ is heteroaryl; and R^ is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
5 wherein X is N; X' is C; Y is C; Y' is C(R^, wherein R' is .L^-L'(R')(R^); Z is C; L^s 
-N(R^)-; is -0-; is alkyiene, wherein the alkylene is optionally substituted with one 
substituent selected from the group consisting of alkoxy, amino, cyano, and hydroxy; R* is 
selected from the group consisting of aryl, heterocycle, and heteroaryl; R^ and R"* are 
independently selected from the group consisting of hydrogen, alkenyl, alkynyl, arylalkynyl, 

10 amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, wherein the heteroaryl is 
selected from the group consisting of fiiryl, pyrazinyl, thiazolyl, and thienyl; R^is hydrogen; 
R^ is selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, alkylsulfonyl, 
arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; R^ is aryl; and R^is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 

15 wherein X is selected from the group consisting of C(R^) and N, wherein R^ is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^ is 
-L^-L^(R^)(R^); Z is C; L* is a bond; is a bond; is a bond; R^ and R'* are independently 
selected from the group consisting of hydrogen, alkenyl, alkynyl, arylalkynyl, amino, cyano, 

20 cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl, wherein the heteroaryl is selected from the 
group consisting of furyl, pyrazinyl, thiazolyl, and thienyl; R^ is absent; R^is heterocycle; 
and R^ is absent or selected from the group consisting of hydrogen, alkyl, and cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N; wherein R^is selected from 

25 the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein R^ is 
-L~-L^(R^)(R^); Z is C; L' is selected from the group consisting of a bond, -0-, -N(R^-, 
alkenyl, alkynyl, -C(0)-, -S-, -S(0)-, -SCO)^-, -S(0)2N(R'')-, -N(R')S(0)2-, 'C{R%-, 
-C(R'')2N(R')-, -N(R^)C(0)-, and -C(0)N(R')-, wherein each group is drawn with its left end 

30 attached to R^ and its right end attached to the aromatic ring; is alkylidene, wherein the 
alkylidene is optionally substituted with one or two substituents independently selected from 
the group consisting of alkoxy, amino, cyano, and hydroxy; R^ is selected from the group 
consisting of aryl, heteroaryl, and heterocycle; R** and together with the carbon atoms to 
.which they are attached, form a ring selected from the group consisting of aryl, heteroaryl, 

35 and heterocycle; R^ is absent or selected from the group consisting of hydrogen, aryl, 
arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, 
heteroarylalkoxy, heteroaryloxy, and heterocycle; R^ is selected from the group consisting of 
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hydrogen, aryl, arylalkoxy, arylalkylamino, arylalkylthio, aryloxy, arylthio, cycloalkyl, 
heteroaryl, heteroarylalkoxy, heteroaryloxy, and heterocycle; is selected from the group 
consisting of hydrogen, alkyl, alkylcarbonyl, alkylsulfonyl, arylcarbonyl, aryisulfonyl, and 
heteroarylsulfonyl; is absent or selected from the group consisting of hydrogen, alkyl, and 
5 cyanoalkenyl; and each R^" is selected from the group consisting of hydrogen, alkenyl, alkyl, 
alkynyl, amino, aryl, cyano, halo, heteroaryl, heterocycle, and nitro. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N, wherein R* is hydrogai; X' 
is C; Y is C; Y' is C(R'), wherein R^ is -L'-L'(R')(R*'); Z is C; is a bond; is alkylidene, 

10 wherein the alkylidene is substituted with one substituent selected from the group consisting 
of alkoxy, amino, cyano, and hydroxy; R* is heteroaryl wherein the heteroaryl is 
isoquinolinyl; R"^ and together with the carbon atoms to which they are attached, form a 
heterocycle wherein the heterocycle is pyrrolidinyl substituted with oxo; R^is hydrogen; R^ is 
heteroaryl, wherein the heteroaryl is indolyl; and R^ is hydrogen. 

15 In another embodiment, the present invention provides a compound of formula (I) 

wherein X is selected from the group consisting of C(R^) and N; wherein R^is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; 
and X' is selected from the group consisting of C and N; Y is C; Y' is C(R^, wherein R^ is 
-L^-L^(R^)(R^); Z is C; R" and together with the carbon atoms to which they are attached, 

20 form a ring that is aryl wherein the aryl ring is phenyl; is -0-; is alkylene, wherein the 
alkylene is optionally substituted with one substituent selected from the group consisting of 
alkoxy, amino, cyano, and hydroxy; R^ is heteroaryl; R^ is absent; R^ is heteroaryl; and R^ is 
absent or selected from the group consisting of hydrogen, alkyl, and cyanoalkenyl. 

In another embodiment, the present invention provides a compound of formula (I) 

25 wherein X is N; X' is C; Y is C; Y' is C(R^, wherein R' is -L'-L'(R')(R'); Z is C; R^ and 

together with the carbon atoms to which they are attached, form a ring that is aryl wherein the 
• aryl ring is phenyl; is -0-; is alkylene, wherein the alkylene is optionally substituted 
with one substituent selected from the group consisting of alkoxy, amino, cyano, and 
hydroxy; R' is heteroaryl; R^ is absent; R^ is heteroaryl; and R"^ is hydrogen. 

30 In another embodiment, the present invention provides a compound of formula (I) 

wherein X is N; X' is C; Y is C; Y' is C(R^, wherein R' is -L2-L'(R')(R'); Z is C; R^ and L', 
, together with the carbon atoms to which they are attached, form a ring that is aryl wherein the 
aryl ring is phenyl; is -0-; is alkylene, wherein the alkylene is optionally substituted 
with one substituent selected from the group consisting of alkoxy, amino, cyano, and 

35 hydroxy; R* is heteroaryl; R^ is absent; R^ is aryl; and R^is hydrogen. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is selected from the group consisting of C(R^) and N; wherein R^ is selected from 
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the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; X' 
is selected from the group consisting of C and N; Y is C; Y' is C(R^), wherein is 
-L~-L^(R^)(R^); Z is C; R" and L\ together with the carbon atoms to which they are attached, 
form a ring that is heteroaryi wherein the heteroaryl is pyrazolyl; l3 is a bond; is alkylene, 
5 wherein the alkylene is optionally substituted with one substituent selected from the group 
consisting of alkoxy, amino, cyano, and hydroxy; R* is selected from the group consisting of 
aryl, heterocycle, and heteroaryl; R^ is hydrogen; R^ is selected from the group consisting of 
aryl, heterocycle, and heteroaryl; and R^ is absent or selected from the group consistingof 
hydrogen, alkyl, and cyanoalkenyl. 

10 In another embodiment, the present invention provides a compound of formula (I) 

wherein X is C(R^), wherein R^ is hydrogen; X' is N; Y is C; Y' is C(R^, wherein R^ is 
-L^-L^(R^)(R^); Z is C; R^ and L\ together with the carbon atoms to which they are attached, 
form a ring that is heteroaryl wherein the heteroaryl is pyrazolyl; L? is a bond; is alkylene, 
wherein the alkylene is optionally substituted with one substituent selected from the group 

15 consisting of alkoxy, amino, cyano, and hydroxy; R* is heteroaryl; R^ is hydrogen; R^ is aryl; 
and R^ is absent. 

In £inother embodiment, the present invention provides a compound of formula (I) 
wherein X is C(R^), wherein R* is hydrogen; X is N; Y is C; Y' is C(R^, wherein R^ is 
-L^-L^(R^)(R^); Z is C; R^ and L^ together with the carbon atoms to which they are attached, 
20 form a ring that is heteroaryl wherein the heteroaryl is pyrazolyl; l3 is a bond; is alkylene, 
wherein the alkylene is optionally substituted with one substituent selected from the group 
consisting of alkoxy, amino, cyano, and hydroxy; R' is aryl; R^is hydrogen; R^ is aryl; and R^ 
is absent. 

In another embodiment, the present invention provides a compound of formula (I) 
25 wherein X is selected from the group consisting of C(R^) and N; wherein R^is selected from 
the group consisting of hydrogen, alkyi, amino, carboxy, cyano, halo, hydroxy, and amido; X 
is C; Y is C; Y* is C(R'), wherein R' is -L'-L'(R')(R'); Z is C; R' and together with the 
carbon atoms to which they are attached, form a ring selected from the group consisting aryl, 
heteroaryl and heterocycle; is -0-; is alkylene, wherein the alkylene is optionally 
30 substituted with one substituent selected from the group consisting of alkoxy, amino, cyano, 
and hydroxy; R' is selected from the group consisting of aryl, heterocycle, and heteroaryl; R^ 
is hydrogen; and R^ is selected from the group consisting of aryl, heterocycle, and heteroaryl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; and X' is C; Y is C; Y* is C(R'), wherein R' is -L'-L'(R')(R'); Z is C; R' and 
35 together with the carbon atoms to which they are attached, form a ring that is a heteroaryl 

wherein the heteroaryl is pyridinyl; V is -0-; is alkylene, wherein the alkylene is 
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optionally substituted with one substituent selected from the group consisting of alkoxy, 
amino, cyano, and hydroxy; is heteroaryl; is hydrogen; and R^ is heteroaryl. 

In another embodiment, the present invention provides a compound of formula (I) 
wherein X is N; and X' is C; Y is C; Y' is C(R'), wherein R' is -L'-L\R')(R'); Z is C; R' and 
5 L', together with the carbon atoms to which they are attached, form a ring that is a heteroaryl 
wherein the heteroaryl is pyridinyl; is -0-; is alkyiene, wherein the alkylene is 
optionally substituted with one substituent selected from the group consisting of alkoxy, 
amino, cyano, and hydroxy; R' is heteroaryl; R^ is hydrogen; and R^ is aryl. 

In another embodiment the invention provides a pharmaceutical composition 
10 comprising a compound of formula (I), or a therapeutically acceptable salt thereof, in 
combination with a pharmaceutically acceptable carrier. 

In another embodiment the invention provides a method of inhibiting protein kinases 
in a patient in recognized need of such treatment comprising administering to the patient a 
therapeutically acceptable amount of a compound of formula (I), or a therapeutically 
15 acceptable salt thereof. 

Detailed Description of the Invention 

As used in the present specification the following terms have the meanings indicated: 
The term "alkenyl," as used herein, refers to a group derived from a straight or 
20 branched chain hydrocarbon of up to six atoms containing at least one double bond. 

The term "alkoxy," as used herein, refers to an alkyl group attached to the parent 
molecular moiety through an oxygen atom. 

The term "alkoxy alky I," as used herein, refers to an alkoxy group attached to the 
parent molecular moiety through an alkyl group. 
25 The term "alkoxycarbonyl," as used herein, refers to an alkoxy group attached to the 

parent molecular moiety through an alkyl group. 

The term "alkyl," as used herein, refers to a group derived from a straight or branched 
chain saturated hydrocarbon of one to six atoms. 

The term "alkylene," as used herein, refers to a divalent group derived from a straight 
30 or branched chain saturated hydrocarbon of one to six atoms. 

The term "alkyicarbonyl," as used herein, refers to an alkyl group attached to the 
parent molecular moiety through a carbonyl group. 

The term "alkylidene," as used herein, refers to an alkenyl group in which one carbon 
atom of the carbon-carbon double bond belongs to the moiety to which the alkenyl group is 
35 attached. 

The term "alkylsulfonyl," as used herein, refers to an alkyl group attached to the 
parent molecular moiety through a sulfonyl group. 
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The term "alkynyl," as used herein, refers to a group derived from a straight or 
branched chain hydrocarbon of two to six atoms containing at least one triple bond. 

The term "amido," as used herein, refers to an amino group attached to the parent 
molecular moiety through a carbonyl group. 
5 The term "amino," as used herein, refers to-NR'R^ wherein and R^ are 

independently selected from the group consisting of hydrogen, alkenyl, alkoxy, alkoxyalkyl, 
alkoxycarbonyl, alkyi, alkylcarbonyl, aryl, arylalkenyl, arylalkyl, cycloalkyl,' 
haloalkylcarbonyl, (NR''R**)alkylcarbonyl, heteroaryl, heteroarylalkenyl, heteroarylalkyl, 
heterocycle, (heterocycle)alkenyl, and (heterocycle)alkyl, wherein the aryl, the aryl part of 

10 the arylalkenyl, the arylalkyl, the heteroaryl, the heteroaryl part of the heteroarylalkenyl and 
the heteroarylalkyl, the heterocycle, and the heterocycle part of the (heterocycle)alkenyl and 
the (heterocycle)alkyl can be optionally substituted with one, two, three, four, or five 
substituents independently selected from the group consisting of alkenyl, alkoxy, 
alkoxyalkyl, alkyl, cyano, halo, haloalkoxy, haloalkyl, hydroxy, hydroxyalkyl, nitro, and oxo, 

15 The term "aminoalkyi," as used herein, refers to an amino group attached to the parent 

molecular moiety through an alkyl group. 

The term "aryl," as used herein, refers to a phenyl group, or a bicyclic or tricyclic 
fused ring system wherein one or more of the fused rings is a phenyl group. Bicyclic fused 
ring systems are exemplified by a phenyl group fused to a cycloalkyl group, as defined 

20 herein, or another phenyl group. Tricyclic fused ring systems are exemplified by a bicyclic 
fused ring system fused to a cycloalkyl group, as defined herein, or another phenyl group. 
Representative examples of aryl include, but are not limited to, anthracenyl, azulenyl, 
fluorenyl, indanyl, indenyl, naphthyi, phenyl, and tetrahydronaphthyl. The aryl groups of the 
present invention can be optionally substituted with one, two, three, four, or five substituents 

25 independently selected from the group consisting of alkenyl, alkoxy, alkoxyalkyl, 

alkoxycarbonyl, alkyl, alkylcarbonyl, alkylthio, amino, aminoalkyl, a second aryl group, 
arylalkoxy, arylalkyl, arylcarbonyl, carboxy, cyano, cycloalkyl, halo, haloalkoxy, haloalkyl, 
heteroaryl, heteroarylalkoxy, heteroarylalkyl, heterocycle, (heterocycle)alkoxy, 
(heterocycle)alkyl, hydroxy, hydroxyalkyl, nitro, oxo, -C(=NOH)NH2, -C(=NH)NH2; wherein 

30 the second aryl group, the aryl part of the arylalkoxy, the arylalkyl, and the arylcarbonyl, the 
heteroaryl, the heteroaryl part of the heteroarylalkoxy and the heteroarylalkyl, the 
heterocycle, and the heterocycle part of the (heterocycle)alkoxy and the (heterocycle)alkyl 
can be fixrther optionally substituted with one, two, three, four, or five substituents 
independently selected from the group consisting of alkenyl, alkoxy, alkyl, hab, haloalkoxy, 

35 haloalkyl, hydroxy, hydroxyalkyl, and nitro. 

The term "arylalkenyl," as used herein, refers to an aryl group attached to the parent 
molecular moiety through an alkenyl group. 
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The term "arylalkoxy," as used herein, refers to an aryl group attached to the parent 

molecular moiety through an alkoxy group. 

The term "arylalkyl," as used herein, refers to an aryl group attached to the parent 

molecular moiety through an alkyl group. 

The term "arylalkylamino," as used herein, refers to an arylalkyl group attached to the 

parent molecular moiety through a nitrogen atom, wherein the nitrogen atom is substituted 

with hydrogen. 

The term "arylalkyl idene," as used herein, refers to an aryl group attached to the 
parent molecular moiety through an alkylidene group 

The term "arylalkylthio," as used herein, refers to an arylalkyl group attached to the 
parent molecular moiety through a sulfur atom. 

The term "arylalkynyl," as used herein, refers to an aryl group attached to the parent 
molecular moiety through an alkynyl group. 

The term "arylcarbonyl," as used herein, refers to an aryl group attached to the parent 
molecular moiety through a carbonyl group. 

The term "aryloxy," as used herein, refers to an aryl group attached to the parent 
molecular moiety through an oxygen atom. 

The term "arylsulfonyl," as used herein, refers to an aryl group attached to the parent 
molecular moiety through an sulfonyl group. 

The term "arylthio," as used herein, refers to an aryl group attached to the parent 
molecular moiety through a sulflir atom; 

The term "carbonyl," as used herein, refers to a-C(O)- group. 

The term "carboxy," as used herein, refers to-C(0)OH. 

The term "cyano," as used herein, refers to -CN. 

The term "cyanoalkenyl," as used herein, refers to a cyano group attached to the 
parent molecular moiety through an alkenyl group 

The term "cycloalkyl," as used herein, refers to a saturated monocyclic, bicyclic, or 
tricyclic hydrocarbon ring system having three to twelve carbon atoms. Examples of 
cycloalkyl groups include cyclopropyl, cyclopentyl, bicyclo[3.1.1]heptyI, adamantyl, and the 
like. 

The term "(cycloalkyl)alkylidene," as used herein, refers to a cycloalkyl group 
attached to the parent molecular moiety through an alkylidene group. 

The term "halo," or "halogen," as used herein, refers to F, CI, Br, or 1. 

The term "haloalkoxy," as used herein, refers to a haloalkyl group attached to the 
parent molecular moiety through an oxygen atom. 

The term "haloalkyl," as used herein, refers to an alkyl group substituted by one, two, 
three, or four halogen atoms. 
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The term "haloalkylcarbonyl," as used herein, refers to an haloalkyl group attached to 
the parent molecular moiety through a carbonyl group. 

The term "heteroaryl," as used herein, refers to an aromatic five- or six-membered 
ring where at least one atom is selected from the group consisting of N, O, and S, and the 
remaining atoms are carbon. The five-membered rings have two double bonds, and the six- 
membered rings have three double bonds. The heteroaryl groups are connected to the parent 
molecular group through a substitutable carbon or nitrogen atom in the ring. The term 
"heteroaryl" also includes systems where a heteroaryl ring is fiised to an aryl group, as 
defined herein, a heterocycle group, as defined herein, or an additional heteroaryl group. 
Heteroaryls are exemplified by benzothienyl, benzoxadiazolyl, benzofuranyl, benzimidazolyl, 
benzotriazolyl, cinnolinyl, furyl, imidazolyl, indazolyl, indolyl, isoxazolyl, isoquholinyl, 
isothiazolyl, naphthyridinyl, oxadiazolyl, oxadiazolyl, oxazolyl, purinyl, thiazolyl, 
thienopyridinyl, thienyl, triazolyl, thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, 
pyrazolyl, pyrrolyl, pyrido[2,3-d]pyrlmidinyl, pyrrolo[2,3-b]pyridinyI, quinazolinyl, 
quinolinyl, thieno[2,3-c]pyridinyl, tetrazolyl, triazinyl, and the like. The heteroaryl groups of 
the present invention can be optionally substituted with one, two, three, four, or five 
substituents independently selected from the group consisting of alkenyl, alkojo^, 
alkoxyalkyl, alkoxycarbonyl, alkyl, alkynyl, alkylcarbonyl, amino, aminoalkyl, aryl, 
arylalkoxy, arylalkyl, arylalkylthlo, arylalkynyl, aryloxy, carboxy, cyano, cycloalkyl, halo, 
haloalkoxy, haloalkyl, a second heteroaryl group, heteroarylalkoxy, heteroarylalkyl, 
heterocycle, (heterocycle)alkoxy, (heterocycle)alkyl, hydroxy, hydroxyalkyl, nitro, and oxo, 
wherein the aryl, the aryl part of the arylalkoxy, the arylalkyl, the arylalkylthio, the 
arylalkynyl, and the.aryloxy, the second heteroaryl group, the heteroaryl part of the 
heteroarylalkoxy and the heteroarylalkyl, the heterocycle, and the heterocycle part of the 
(heterocycle)alkoxy and the (heterocycle)alkyl can be further optionally substituted with one, 
two, three, four, or five substituents independently selected from the group consisting of 
alkenyl, alkoxy, alkoxyalkyl, alkyl, cyano, halo, haloalkoxy, haloalkyl, hydroxy, 
hydroxyalkyl, nitro, and oxo. 

The term "heteroarylalkenyl," as used herein, refers to a heteroaryl group attached to 
the parent molecular moiety through an alkenyl group. 

The term "heteroarylalkoxy," as used herein, refers to a heteroaryl group attached to 
the parent molecular moiety through an alkoxy group. 

The term "heteroarylalkyl," as used herein, refers to a heteroaryl group attached to the 
parent molecular moiety through an alkyl group. 

The term "heteroaryialkylidene," as used herein, refers to a heteroaryl group attached 
to the parent molecular moiety through an alkylidene group. 

The term "heteroaryloxy," as used herein, refers to a heteroaryl group attached to the 
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parent molecular moiety through an oxygen atom. 

The term "heteroarylsulfonyl," as used herein, refers to a heteroaryl group attached to 
the parent molecular moiety through a sulfonyl group. 

The term "heterocycle," as used herein, refers to cyclic, non-aromatic, three-, four-, 
5 five-, six-, or seven-membered rings containing at least one atom selected from the group 
consisting of oxygen, nitrogen, and sulfur. The five-membered rings have zero or one double 
bonds and the six- and seven-membered rings have zero, one, or two double bonds. The 
heterocycle groups of the invention are connected to the parent molecular group through a 
substitutable carbon or nitrogen atom in the ring. The term 'heterocycle" also includes 

10 systems where a heterocycle ring is fused to an aryl group, as defined herein, or an additional 
heterocycle group. Heterocycle groups of the invention are exemplified by aziridinyl, 
azetidinyl, 1,3-benzodioxolyl, dihydroisoindolyl, dihydroisoquinolinyl, dihydrocinnolinyl, 
dihydrobenzodioxinyl, dihydro[l,3]oxazolo[4,5-b]pyridinyl, benzothiazolyl, dihydroindolyl, 
dihydropyridinyl, 1,3-dioxanyl, 1,4-dioxanyl, 1,3-dioxolanyl, isoindolinyl, morpholinyl, 

15 piperazinyl, pyrrolidinyl, tetrahydropyridinyl, piperidinyl, thiomorpholinyl, and the like. The 
heterocycle groups of the present invention can be optionally substituted with one, two, three, 
four, or five substituents independently selected fi-om the group consisting of alkenyl, alkoxy, 
alkoxyalkyl, alkoxycarbonyl, alkyl, alkylcarbonyl, alkylidene, amino, etminoalkyl, aryl, 
arylalkoxy, arylalkyl, arylalkylidene, cyano, (cycloalkyl)alkylidene, halo, haloalkoxy, 

20 haloalkyl, heteroaryl, heteroar3dalkoxy, heteroarylalkyl, heteroarylalkylidene, iminohydroxy, 
a second heterocycle, (heterocycle)alkoxy, (heterocycle)alkyl, (heterocycle)alkylidene, 
hydroxy, hydroxyalkyl, nitro, and oxo, wherein the aryl, the aryl part of the arylalkoxy and 
the arylalkyl, the heteroaryl, the heteroaryl part of the heteroarylalkoxy, the heteroarylalkyl, 
and the heteroarylalkylidene, the second heterocycle, and the heterocycle part of the 

25 (heterocycle)alkoxy, the (heterocycle)alkyl, and the (heterocycle)alkyIidene can be further 
optionally substituted with one, two, three, four, or five substituents independently selected 
from the group consisting of alkenyl, alkoxy, alkoxyalkyl, alkyl, cyano, halo, haloalkoxy, 
haloalkyl, hydroxy, hydroxyalkyl, nitro, and oxo. 

The term "(heterocycle)alkenyl," as used herein, refers to a heterocycle group attached 

30 to the parent molecular moiety through an alkenyl group. 

The term "(heterocycle)alkoxy," as used herein, refers to a heterocycle group attached 
to the parent molecular group through an oxygen atom. 

The term "(heterocycIe)alkyl," as used herein, refers to a heterocycle group attached 
to the parent molecular moiety through an alkyl group. 

35 The term "(heterocycle)alkylidene," as used herein, refers to a heterocycle group 

attached to the parent molecular moiety through an alkylidene group. 
The term "hydroxy," as used herein, refers to -OH. 
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The term "hydroxyalkyl," as used herein, refers to a hydroxy group attached to the 
parent molecular moiety through an alkyl group. 

The term "iminohydroxy," as used herein, refers to =N(OH). 
The term ' -NR'R^" as used herein, refers to two groups, R'and which are 
5 attached to the parent molecular moiety through a nitrogen atom. K and R** are each 
independently selected from hydrogen and alkyl. 

The term "(NR'R^)alkyl," as used herein, refers to a-NR'R^ group attached to the 
parent molecular moiety through an alkyl group. 

The term "(NR''R'*)alkylcarbonyl," as used herein, refers to a (NR*R'^)aIkyl group 
10 attached to the parent molecular moiety through a carbonyl group. 
The term "nitro," as used herein, refers to -NOj. 
The term "oxo," as used herein, refers to =0. 
The term "suifonyl," as used herein, refers to -S(0)2-. 

The compounds of the present invention can exist as therapeutically acceptable salts. 

15 The term "therapeutically acceptable salt," as used herein, represents salts or 

zwitterionic forms oifthe compounds of the present invention which are water or oitsoluble 
or dispersible, which are suitable for treatment of diseases withoutundue toxicity, irritation, 
and allergic response; which are commensurate with a reasonable benefit/risk ratio, and 
which are effective for their intended use. The salts can be prepared during the final isolation 

20 and purification of the compounds or separately by reacting an amino group with a suitable 
acid. Representative acid addition salts include acetate, adipate, alginate, citrate, aspartate, 
benzoate, benzenesulfonate, bisulfate, butyrate, .camphorate, camphorsulfonate, digluconate, 
glycerophosphate, hemisulfate, heptanoate, hexanoate, formate, fumarate, hydrochloride, 
hydrobromide, hydroiodide, 2-hydroxyethansulfonate (isethionate), lactate, maleate, 

25 mesitylenesulfonate, methanesulfonate, naphthylenesulfonate, nicotinate, 2- 

naphthalenesulfonate, oxalate, pamoate, pectinate, persulfate, 3-phenylproprionate, picrate, 
pivalate, propionate, succinate, tartrate, trichloroacetate,trifluoroacetate, phosphate, 
glutamate, bicarbonate, para-toluenesulfonate, and undecanoate. Also, amino groups in the 
compounds of the present invention can be quaternized with methyl, ethyl, propyl, and butyl 

30 chlorides, bromides, and iodides; dimethyl, diethyl, dibutyl, and diamyl sulfates; decyl, 
lauryl, myristyl, and steryl chlorides, bromides, and iodides; and benzyl and phend:hyl 
bromides. Examples of acids which can be employed to form therapeutically acceptable 
addition salts include inorganic acids such as hydrochloric, hydrobromic, sulfuric, and 
phosphoric, and organic acids such as oxalic, maleic, succinic, and citric. 

35 Basic addition salts can be prepared during the final isolation and purification of the 

compounds by reacting a carboxy group with a suitable base such as the hydroxide, 
carbonate, or bicarbonate of a metal cation or with ammonia or an organic primary, 
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secondary, or tertiary amine. The cations of therapeutically acceptable salts include lithium, 
sodium, potassium, calcium, magnesium, and aluminum, as well as nontoxic quaternary 
amine cations such as ammonium, tetramethylammonium, tetraethylammonium, 
methylamine, dimethylamine, trimethylamine, triethylamine, diethylamine, ethylamine, 
5 tributylamine, pyridine, N,N-dimethylaniline, N-methylpiperidine, N-methylmorpholine, 
dicyclohexylamine, procaine, dibenzylamine, N,N-dibenzylphenethylamine, 1-ephenamine, 
and N,N'-diben2ylethyIenediamine. Other representative organic amines useful for the 
formation of base addition salts include ethylenediamine, ethanolamine, diethanolamine, 
piperidine, and piperazine. 

10 The present compounds can also exist as therapeutically acceptable prodrugs. The 

term "therapeutically acceptable prodrug," refers to those prodrugs or zwitterions which are 
suitable for use in contact with the tissues of patients without undue toxicity, irritation, and 
allergic response, are commensurate with a reasonable benefit/risk ratio, and are effective for 
their intended use. The term "prodrug," refers to compounds which are transformed in vivo 

15 to parent compounds of formula (I) for example, by hydrolysis in blood. 

When any variable, substituent, or term (e.g. aryl, heterocycle, R'^, etc.) occurs more 
than one time in a formula or generic structure, its definition at each occurrence is 
independent of the definition at every other occurrence. Also, combinations of substituents 
and/or variables are permissible only if such combinations result in stable combinations. 

20 Because carbon-carbon double bonds exist in the present compounds, the invention 

contemplates various geometric isomers and mixtures thereof resulting from the arrangement 
of substituents around these carbon-carbon double bonds. It should be understood that the 
invention encompasses both isomeric forms, or mixtures thereof, which possess the ability to 
inhibit protein kinases. These substituents are designated as being in the E or Z ©nfiguration 

25 wherein the term "E" represents higher order substituents on opposite sides of the carbon- 
carbon double bond, and the term "Z" represents higher order substituents on the same side of 
the carbon-carbon double bond. 

Asymmetric centers exist in the compounds of the present invention. These centers 
are designated by the symbols "R" or "S," depending on the configuration of substituents 

30 around the chiral carbon atom. It should be understood that the invention encompasses all 
stereochemical isomeric forms, or mixtures thereof, which possess the ability to inhibit 
protein kinases. Individual stereoisomers of compounds can be prepared synthetically from 
commercially available starting materials which contain chiral centers or by preparation of 
mixtures of enantiomeric products followed by separation such as conversion to a mixture of 

35 diastereomers followed by separation or recrystallization, chromatographic techniques, or 

direct separation of enantiomers on chiral chromatographic columns. Starting compounds of 
particular stereochemistry are either commercially available or can be made and resolved by 
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techniques known in the art. 

In accordance with methods of treatment and pharmaceutical compositions of the 
invention, the compounds can be administered alone or in combination with other anticancer 
agents. When using the compounds, the specific therapeutically effective dose level for any 
5 particular patient will depend upon factors such as the disorder being treated and the severity 
of the disorder; the activity of the particular compound used; the specific composition 
employed; the age, body weight, general health, sex, and diet of the patient; the time of 
administration; the route of administration; the rate of excretion of the compound employed; 
the duration of treatment; and drugs used in combination with or coincidently with the 

10 compound used. The compounds can be administered orally, parenterally, osmotically (nasal 
-sprays), rectally, vaginally, or topically in unit dosage formulations containing carriers, 
adjuvants, diluents, vehicles, or combinations thereof. The term "parenteral" includes 
infusion as well as subcutaneous, intravenous, intramuscular, and intrasternal injection. 

Parenterally adminstered aqueous or oleaginous suspensions of the compounds can be 

15 formulated with dispersing, wetting, or suspending agents. The injectable preparation can 
also be an injectable solution or suspension in a diluent or solvent. Among the acceptable 
diluents or solvents employed are water, saline, Ringer's solution, buffers, monoglycerides, 
diglycerides, fatty acids such as oleic acid, and fixed oils such as monoglycerides or 
diglycerides. 

20 The anticancer effect of parenterally administered compounds can be prolonged by 

slowing their absorption. One way to slow the absorption of a particular compound is 
administering injectable depot forms comprising suspensions of crystalline, amorphous, or 
otherwise water-insoluble forms of the compound. The rate of absorption of the compound is 
dependent on its rate of dissolution which is, in turn, dependent on its physical state. Another 

25 way to slow absorption of a particular compound is administering injectable depot forms 

comprising the compound as an oleaginous solution or suspension. Yet another way to dow 
absorption of a particular compound is administering injectable depot forms comprising 
microcapsule matrices of the compound trapped within liposomes, microemulsions, or 
biodegradable polymers such as polylactide-polyglycolide, polyorthoesters or 

30 polyanhydrides. Depending on the ratio of drug to polymer and the composition of the 
polymer, the rate of drug release can be controlled. 

Transdermal patches can also provide controlled delivery of the compounds. The rate 
of absorption can be slowed by using rate controlling membranes or by trapping the 
compound within a polymer matrix or gel. Conversely, absorption enhancers can be used to 

35 increase absorption. 

Solid dosage forms for oral administration include capsules, tablets, pills, powders, 
and granules. In these solid dosage forms, the active compound can optionally comprise 
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diluents such as sucrose, lactose, starch, talc, silicic acid, aluminum hydroxide, calcium 
silicates, polyamide powder, tableting lubricants, and tableting aids such as magneaum 
stearate or microcrystalline cellulose. Capsules, tablets and pills can also comprise buffering 
agents, and tablets and pills can be prepared with enteric coatings or other release-controlling 
5 coatings. Powders and sprays can also contain excipients such as talc, silicic acid, aluminum 
hydroxide, calcium silicate, polyamide powder, or mixtures thereof. Sprays can additionally 
contain customary propellants such as chlorofluorohydrocarbons or substitutes therefore. 

Liquid dosage forms for oral administration include emulsions, microemulsions, 
solutions, suspensions, syrups, and elixirs comprising inert diluents such as water. These 

10 compositions can also comprise adjuvants such as wetting, emulsifying, suspending, 
sweetening, flavoring, and perfuming agents. 

Topical dosage forms include ointments, pastes, creams, lotions, gels, powders, 
solutions, sprays, inhalants, and transdermal patches. The compound is mixed under sterile 
conditions with a carrier and any needed preservatives or buffers. These dosage forms can 

15 also include excipients such as animal and vegetable fats, oils, waxes, paraffins, starch, 

tragacanth, cellulose derivatives, polyethylene glycols, silicones, bentonites, silicic acid, talc 
and zinc oxide, or mixtures thereof Suppositories for rectal or vaginal administration can be 
prepared by mixing the compounds with a suitable non-irritating excipient such as cocoa 
butter or polyethylene glycol, each of which is solid at ordinary temperature but fluid in the 

20 rectum or vagina. Ophthalmic formulations comprising eye drops, eye ointments, powders, 
and solutions are also contemplated as being within the scope of this invention. 

The total daily dose of the compounds administered to a host in single or divided 
doses can be in amounts from about 0.1 to about 200 mg/kg body weight or preferably from 
about 0.25 to about 100 mg/kg body weight. Single dose compositions can contain these 

25 amounts or submultiples thereof to make up the daily dose. 
Determination of Biological Activity 
Enzymatic assays: 

The Aktl assay uses Hi&-Aktl-S36, a truncated Aktl containing a His tag at the N- 
terminus, amino acid 139-460 of Aktl and the following point mutations: S378A, 8381 A, 

30 T450D and S473D. The His-Aktl-S36 assay is run in 96 well plates by incubating InM His- 
Aktl-S36, 5 |LiM Biotin-BAD-peptide (Biotin) and 5 p.M ^'P-ATP in 50 ]xL of reaction buffer 
(20 mM HBPES, pH 7.5, 10 mM MgC^, 0.009% Triton X-100) for 30 minutes at room 
temperature. The reactions are stopped by adding 25 \xL of stopping buffer (4M NaCl and 
O.IM EDTA). The samples are transferred to a Flash plate coated with streptavidin. The 

35 phosphorylation of BAD-peptide in the reactions is measured by counting the plate with the 
TopCount. Other kinase assays (Akt2, Akt3, PKA, PKC, Erk2, Chkl, Cdc2, Src, CK2, 
MAPK AP kinase 2, and SGK) are carried out similarly using their specific biotinylated 
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peptide substrates and buffer conditions. Compounds of the invention inhibited Akt by 0- 
100% at a concentration of 1 |liM. Preferred compounds had percent inhibitions of between 
77 and 100 at 1 [iM and more preferred compounds had percent inhibitions of between 92 
and 100 at 1 |liM. Thus, the compounds of the invention are useful in treating disorders 
5 which are caused or exacerbated by increased protein kinase levels. 
Synthetic Methods 

Abbreviations which have been used in the descriptions of the scheme and the 
examples that follow are: DEAD for diethyl azodicarboxylate; THF for tetrahydrofuran; 
MTBE for methyl tert-butyl ether, PPhj for triphenylphosphine; OAc for acetate; P(o-tol)3 for 

10 tri-o-tolylphoshphine; dba for dibenzylideneacetone; DME for 1,2-dimethoxyethane; BINAP 
for 2,2'-bis(diphenylphosphino)-l^r-binaphthyl; DMA? for4-dimethylaminopyridine; dppf 
for diphenylphosphinoferrocene; dppe for diphenylphosphinoethane; EDC for l-ethyl-3-[3- 
(dimethylamino)propyl]carbodiimide hydrochloride; HOBt for l-hydroxybenzotriazole; 
DCC for 1,3-dicyclohexylcarbodiimide; DMF for dimethylformamide; NMP for N- 

15 methylpyrrolidinone; DMSO for dimethylsulfoxide; Boc for tert-butoxycarbonyl; TEA for 
trifluoroacetic acid; DIBAL for diisobutylaluminum hydride; n-BuLi for n-butyllithium; 9- 
BBN for 9-borabicyclo[3-3-l]nonane; OiPr for isopropoxide; DMA for dimethylacetamide; 
AIBN for 2,2'-azobisisobutyronitrile; TEA for triethylamine; and NBS for N- 
bromosuccinimide. 

20 The compounds and processes of the present invention will be better understood in 

connection with the following synthetic schemes which illustrate the methods by which the 
compounds of the invention may be prepared. The groups L", R^, R^ R"*, R^ and 

R^ are as defined above unless otherwise noted below. 

This invention is intended to encompass compounds having formula (I) when 

25 prepared by synthetic processes or by metabolic processes. Preparation of the compounds of 
the invention by metabolic processes include those occurring in the human or animal body (in 
vivo) or processes occurring in vitro. 

Scheme 1 

f 1 ' 

XX.. — — -.XIp^R^ — — - 




r2^x^r^ r2- ^x^ 

(2) (4) 
30 As shown in Scheme 1, compounds of formula (2) (Z is CI, Br, I, or OTf) can be 

converted to compounds of formula (4) by treatment with compounds of formula (3) in the 
presence of triphenylphosphine and an activating agent such as DEAD. The reaction can be 
carried out neat or in the presence of a solvent such as THF, diethyl ether, and MTBE. The 
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reaction temperature is typically about -10 ""C to about 35 ""C and reaction times are typically 
about 8 to about 24 hours. 

Compounds of formula (4) can be converted to compounds of formula (la) by 
treatment with compounds of formula (5) (M is selected from B(OH)2; Sn(R^)3, where is 
5 an alkyl or aryl group; and hydrogen) in the presence of a palladium catalyst and an optional 
additive such as triethylamine. Examples of palladium catalysts include Pd(PPh3)4, and 
Pd(OAc)2 and P(o-tol)3. Representative solvents include toluene, acetonitrile, and DME. The 
reaction is typically conducted at temperatures between about 60 °C and about 1 10 °C and 
reaction times are typically about 4 to about 12 hours. 
10 Scheme 2 



r7 hAl3,R^ R^ r5 



(6) 



(8) (9) (lb) 

Scheme 2 shows that compounds of formula (6) (Z^ and are independently CI, Br, 
i, or OTf) can be converted to compounds of formula (8) by treatment with compounds of 
formula (7) according to the procedure described in Scheme 1 . These compounds can be 
15 converted to compounds of formula (9) by treatment with benzophenone imine, a palladium 
catalyst, and a base. Examples of palladium catalysts include Pd2dba3 and a ligand such as 
BINAP, dppf, or dppe. Representative bases include sodium tert-butoxide and potassium 
tert-butoxide. Typically, the reaction is conducted in a solvent such as toluene, acetonitrile, 
or DME; at temperatures from about 60 "^C to about 90 °C; and at times from about 8 to about 
20 24 hours. 

Compounds of formula (9) can be treated with compounds of formula (10) in the 
presence of an acid such as acetic acid and then treated with sodium cyanoborohydride to 
provide compounds of formula (lb). Representative solvents include methanol and ethanol. 
The reaction is typically conducted at about 20 °C to about 70 °C and reaction times are 
25 typically about 1 to about 4 hours. 

Scheme 3 

R^ 

(11) (12) 

Scheme 3 shows the preparation of compounds of formula (Ic). Compounds of 
formula (11) (Z is Br) can be treated with a palladium catalyst under CO atmosphere to 
30 provide compounds of formula (12). Examples of palladium catalysts include PdC^-dppf, 
PdClj and BINAP, and PdClz-dppe. Representative solvents include THF, water, DME, and 

-28- 




wo 03/051366 PCT/US02/39915 
mixtures thereof. The reaction is typically conducted at about 80 °C to about 100 °C and 
reaction times are typically between 12 and 24 hours. 

Compounds of formula (12) can be converted to compounds of formula (Ic) by 
treatment with a substituted amine in the presence of a coupling agent. Representative 
5 coupling agents include EDC, HOBt, DCC, DMAP, and mixtures thereof. Examples of 

solvents used include dichloromethane, DMF, and DME, The reaction is typically conducted 
at about 0 °C to about 35 °C and reaction times are typically about 12 to about 24 hours. 

Scheme 4 
R' 

Ri/LVA.C02Et p^./LlJ^COsH 

R^-J-X^R^ " r2-^X^r4" 

(13) (14) 
10 As shown in Scheme 4, compounds of formula (13) can be hydro lyzed to provide 

compounds of formula (14) using methods known to those of ordinary skill in the art. 
Compounds of formula (14) can be converted to compounds of formula (Id) using the 
conditions described in Scheme 3. 

Scheme 5 

r^ R^ 



15 




R^AA^ ^ R^-^X-^R^ 



(15) (16) (le) 

Scheme 5 shows the synthesis of compounds of formula (le). Compounds of formula 
(15) can be converted to compounds of formula (16) by treatment with a reducing agent. 
Examples of reducing agents include Pd/C and ammonium formate, Pd/C and hydrogen, and 
Pt02 and hydrogen. Representative solvents include methanol and ethanol. The reaction is 

20 typically conducted at about 50 °C to about 70 °C for about 15 minutes to about 2 hours. 

Compounds of formula (16) can be converted to compounds of formula (le) by 
treatment with an electrophile such as a halo-substituted heteroaryl group. Examples of 
solvents used in these reactions include ethanol and methanol. The reaction is typically 
conducted at about 50 °C to about 70 °C for about 6 to about 18 hours. 

25 Scheme 6 




R^ 

(17) 



As shown in Scheme 6, compounds of formula (8) can be converted to compounds of 
formula (If) (where is a bond) by treatment with compounds of formula (17) (M is 
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B(OR^2, wherein is hydrogen or alkyl) in the presence of a palladium catalyst and a base 
such as cesium carbonate or sodium carbonate. Representative palladium catalysts imlude 
PdCl2-dppf, Pd(PPh3)4, and PdCU(PPh3)2. Examples of solvents used in these reactions 
include DMF, DME, and NMP. The reaction is typically conducted at about 30 °C to about 
100 °C for about 4 to about 12 hours. 

Scheme 7 



As shown in Scheme 7, compounds of formula (9) can be reacted with compounds of 
formula (18) using the conditions described in Scheme 3 to provide compounds of formula 
(Ig). 

The present invention will now be described in connection with certain preferred 
embodiments which are not intended to limit its scope. On the contrary, the present 
invention covers all alternatives, modifications, and equivalents as can be included within the 
scope of the claims. Thus, the following examples, which include preferred embodiments, 
will illustrate the preferred practice of the present invention, it being understood that the 
examples are for the purposes of illustration of certain preferred embodiments and are 
presented to provide what is believed to be the most useful and readily understood 
description of its procedures and conceptual aspects. 

Example 1 

N,N-dimethvl-N-r2-(|5-r(EV2-pvridin-4-vlvinyllpvridin-3-yUoxv)ethvnamine 

Example lA 

N"{2-r(5"bromopyridin-3"yl)oxy1ethyU"N,N-dimethylamine 
A solution of N,N-dimethyIethanolamine(0.5 mL) in DMF (10 mL) at room 
temperature was treated with sodium hydride (0.2 g, 8.4 mmol), stirred for 30 minutes, and 
treated with 3,5-dibromopyridine (1.0 g, 4.2 mmol). The mixture was stirred at 90°C for 8 
hours, and partitioned between ethyl acetate and water. The organic layer was washed with 
brine, dried (Na2S04), filtered, and concentrated under vacuum. Purification by flash column 
chromatography on silica gel with 50% ethyl acetate/hexane provided the desired product 
(0.8 g, 78%). MS (DCI/>ffl^) m/e 246 (M+H)^. 

Example IB 

N,N-dimethyl-N-r2'-({5-[(E)-2-pyridin-4-ylvinyl1pyridin-3-yUoxy)ethyl1amine 
A mixture of Example lA (0.8 g, 3.27 mmol), 4-vinylpyridine (0.69 g, 5.53 mmol), 
tri-o-tolylphosphine (0.6 g, 1.96 mmol), palladium acetate (0.16 g, 0.65 mmol) and 
triethylamine (0.66 g, 6.53 mmol) in acetonitrile (15 mL) was stirred for 8 hours at 80°C. 
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The reaction solution was partitioned between ethyl acetate and water. The organic layer was 
washed with brine, dried (Na2Sd4), filtered, and concentrated under vacuum. Purification by 
flash column chromatography on silica gel with 10% methanol/dichloromethane provided the 
desired product (0.64g, 73%). MS (DCI/N^) m/e 270 (M+H/; NMR (DMSO-d,) 5 8.58 
5 (d, J=6.0 Hz, 2H), 8.39 (s, IH), 8.24 (s, IH), 7.73 (s, IH), 7.56 (d, J=6.0 Hz, IH), 7.56 (m, 
2H), 7.45 (d, J=16.5 Hz, 2H), 4.19 (t, J=6.0 Hz, 2H), 2.67(t, J==6.0 Hz, 2H), 2.23 (s, 6H). 

Example 2 

(lS)-2-(lH-indol-3-ylVl-ra5-r(E)-2-pyridin-4-ylvinvl1pyridin-3-yUoxy)methyn 

Example 2A 

10 tert-but^d (lS)-2"r(5-hydroxypyridin-3--yt)oxy1"l-(lH"indol-3-ylmethyl)ethyIcarbamate 
A solution of 3-bromo-5-hydroxypyridine (2.0 g, 11.5 mmol), L-Boc-tryptophanol 
(3.67 g, 12.6 mmol), and triphenylphosphine (4.53 g, 17.3 mmol) at 0°C was treated 
dropwise with DEAD (3.01 g, 17.3 mmol), warmed to room temperature, stirred overnight, 
and concentrated. The concentrate was purified by flash column chromatography on silica 

15 gel with hexane/ethyl acetate (4:1) to provide the desired product (4.55 g, 88.7%). MS 
(DCI/NH3):m/e 446, 448 (M+H)^; 

Example 2B 

tert-butyl(lS)-2-(lH-indo^3-yl)-l-r({5-rrE)-2-pyridin-4-vlvinyl1pyridin-3- . 

yl}oxy)methyl1ethylcarbamate 
20 The desired product was prepared by substituting Example 2 A for Example 1 A in 

Example IB. MS (DCI/NH3) m/e 471 (M+H)^ 

Example 2C 

(IS)-2HlH-indol-3-yl)-14((5-r(E)-2-pyridin-4-ylvinyl1pyridin-3--yUoxy)methyllethyIamine 
A solution of Example 2B (603 mg, 1.28 mmol) in dichloromethane (20 mL) at room 

25 temperature was treated with 4N HCl in dioxane (5 mL), stirred for 2 hours, and 

concentrated. The residue was dissolved in water (1.5 mL) and freeze-dried to provide the 
desired product as the hydrochloride salt (610 mg, 99%). MS (DCI/NH) m/e 371 (M+H)% 
^HNMR (CD3OD) 5 8,76 (d, J-6.8 Hz, 2H), 8,52 (d, J=1.4 Hz, IH), 8.38 (d, J=2.4 Hz, IH), 
8.16 (d, J-7.1 Hz, 2H), 7.86 (d, J=16,6 Hz, IH), 7.77 (m, IH), 7.60 (d, J=8.1 Hz, IH), 7.52 

30 (d, J=8.1 Hz, IH), 7.50 (d, J=16.6 Hz, IH), 7.39 (d, J=8.1 Hz, IH), 7.28 (s, IH), 7.13 (n^ 
IH), 7.03 (m, IH), 4.39 (dd, J=3.4, 10.5 Hz, IH), 4.25 (dd, J=5.4, 10.5 Hz, IH), 4.00 (m, 
IH), 3.30 (m, 2H). 

Example 2D 

flS)-2-(lH-indol~3-vlV14fl54(E)-2-pyridin-4-ylvinynpyridin-3-yUoxy)methvnethylamine 
35 A solution of Example 2B (500 mg, 1.06 mmol) in dichloromethane (5 mL) at room 

temperature was treated with trifluoroacetic acid (5 mL), stirred for 2 hours, and 
concentrated. The residue was dissolved in water (1.5 mL) and freeze-dried to provide the 
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desired product.as the trifluoroacetate salt (643 mg, 85%). MS (DCI/NH^) m/e 371 (M+H)"*"; 
^HNMR (CD3OD) 5 8.83 (d, J=7 Hz, 2H), 8.77 (br s, IH), 8.58 (br s, IH), 8.39 (br s, IH), 
8.29 (d, J=7 Hz, 2H), 7.98 (d, J=17 Hz, IH), 7.82 (d, J-17 Hz, IH), 7.61 (d, J=7 Hz, IH), 
7,48 (d, J=7 Hz, IH), 7.28 (s, IH), 7.09-7.14 (m, IH), 6.99-7.04 (m, IH), 4.504.57 (m, IH), 
4.39-4.45 (m, IH), 4.02-4.08 (m, IH), 3.30-3.38 (m, 2H). 

Example 3 

( 1 R)-2-f 1 H-indol-3-vn- 1 -ff I S-r(E)-2-pvridin-4-vIvinvnpvridin-3-yl > oxytoethyllethvlamine 

The desired product was prepared as the hydrochloride salt by substituting D-Boc- 
tryptophanol for L-Boc-tryptophanol in Example 2A then proceeding as described for 
Examples 2B and 2C. MS (DCI/NH3) m/e 371 (M+H)"-; ^HNMR (CE^OD) 5 8.76 (d, J=6.1 
Hz, 2H), 8.52 (m,lH), 8.37 (m, IH), 8.17 (d, J-6.1 Hz, 2H), 7.86 (d, J=16.6 Hz, IH), 7.79 
(m, IH), 7.59 (d, J=7.8 Hz, IH), 7.53 (d, J=16.6 Hz, IH), 7.50 (d, J-16.6 Hz, IH), 7.38 (d, 
J=8.1 Hz, IH), 7.23 (s, IH), 7.12 (m, IH), 7.02 (m, IH), 4.38 (dd, J=3.1, 10.5 Hz, IH), 4.25 
(dd, J=5.4, 10.5 Hz, IH), 3.99, (m, IH), 3.26 (m, 2H). 

Example 4 

l-(lH-indol-3-yn-3-((5-rfE)-2-pyridin-4-ylvinynpyridin-3-yl}oxy)propan-2-ol 
A solution of Example 2C (150 mg, 0.400 mmol) in acetic acid (2.4 mL) at room 
temperature was treated portionwise with NaNO^ (117 mg. 1.70 mmol), stirred for 18 hours, 
quenched with water (40 jaL), stirred for an additional hour, poured into 2N NaOH, and 
extracted with isopropanol/dichloromethane. The combined extracts were concentrated. The 
residue was treated with LiOHHp (25 mg) in THF/water (1 mL/0.5 mL), heated to 55 °C 
overnight, diluted with dichloromethane, washed with water, dried (MgSQj), filtered, and 
concentrated. The residue was purified by HPLC on a CIS column with 0-100% 
CH3CN/H2O/ 0.1% TFA to provide the desired product as the trifluoroacetate salt (9.7 mg, 
5%). MS (DCI/NH3) m/e 372 (M+H)"'; ^H NMR (DMSO-d^) 5 10.82 (s, IH), 8.85 (d, J=6.6 
Hz, 2H), 8.49 (s, IH), 8.37 (s, IH), 8.08 (d, J=6.6 Hz, 2H), 7.90 (d, J=16.5 Hz, IH), 7.79 (m, 
IH), 7.65 (d, J=16.6 Hz, IH), 7.56 (d, J=7.8 Hz, IH), 7.32 (d, J=8.1 Hz, IH), 7.18 (d, J=2.2 
Hz, IH), 7.04 (m, IH), 6.95 (m, IH), 4.06 (m, 2H), 3.83 (m, IH), 3.03 (dd, J=6.2, 14.5 Hz, 
IH), 2.91 (dd, J=6,2, 14.5 Hz, IH). 

Example 5 

(lS)-2-(l-benzothien-3-yl)-l-r((5-rrEV2-pyridin-4-ylvinyl1pyridin-3- 
yUoxylmethyllethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting 2-tert- 
butoxycarbonyIamino-3-benzo[b]thiophen-3-yl-propan-l-ol for L-Boc-tryptophanoI in 
Example 2 A then proceeding as described for Examples 2B and 2D. MS (DCI/NH3) m/e 388 
(M+H)^; ^H NMR (DMSO-d,) 5 8.87 (d, J=6.3 Hz, 2H), 8.55 (s, IH), 8.49 (br.s, 2H), 8.40 (d, 
J=7.2 Hz, IH), 8.10 (d, J=6.3 Hz, 2H), 8.02 (d, J=7.2 Hz, IH), 7.96 (d, J=7,2 Hz, IH), 7.90 
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(d, J=16.2 Hz, IH), 7.80 (m, IH), 7.68 (s, IH), 7.63 (d, J=16.2 Hz, IH), 7.42 (m, 2H), 4.36 
(dd, J=3.1, 10.6 Hz, IH), 4.20 (dd, J=5.3, 10.6 Hz, IH), 3.99 (m, IH), 3.36 (m, 2H). 

Example 6 

(lS)-2,2-diphenvl-l-r({54(E)-2-pvridin-4-vlvinvl1pvridin-3-vnoxv')methvnethvlamine 
5 The desired product was prepared as the hydrochloride salt by substituting L-Boc- 

diphenylalaninol for L-Boc-tryptophanol in Example 2A then proceeding as described for 
Examples 28 and 2C. MS (DCI/NH3) m/e 408 (M+H)*; 'H NMR (DMSO-d^ 5 8.89 (d, 
J=6.8 Pfe, 2H), 8.57 (s, IH), 8.45 (br s, 2H), 8.42 (d, J=2.4 Hz, IH), 8.16 (d, J=6.8 Hz, 2H), 
7.99 (d, J=16.6 Hz, IH), 7.84 (s, IH), 7.73 (d, J=16.6 Hz, IH), 7.62 (m, 2H), 7.49 (m, 2H), 
10 7.39 (m, 2H), 7.28 (m, 3H), 7.18 (m, IH), 4.77 (m, IH), 4.46 (m, 2H), 4.03 (m, IH). 

Example 7 

aS)-l-{4-r(2,6-dichlorobenzvl)oxv1benzvU-2-((5-r(EV2-pvridin-4-vlvinvllpyridin-3- 

vUoxv)ethvlamine 

The desired product was prepared as the hydrochloride salt by substituitng L-Boc-(4- 
15 (2,6-dichlorobenzyloxy)phenyl)alaninol for L-Boc-tryptophanol in Example 2A then 
proceeding as described for Examples 2B and 2C. MS (DCI/NH3) m/e 506, 508, 510 
(M+H)*; 'HNMR (CD3OD) 5 8.81 (d, J=7.1 Hz, 2H), 8.71 (d, J=1.0 Hz, IH), 8.55 (d, J=2.7 
Hz, IH), 8.28 (d, J=7.1 Hz, 2H), 8.25 (m, IH), 7.99 (d, J=16.3 Hz, IH), 7.79 (d, J=16.3 Hz, 
IH), 7.46 (d, J=1.7 Hz, IH), 7.43 (s, IH), 7.36 (m, IH), 7.30 (m, 2H), 7.05 (m, 2H), 5.28 (s, 
20 2H), 4.45(dd, J=3.1, 10.5 Hz, IH), 4.31 (dd, J=5.8, 10.5 Hz, IH), 3.95 (m, IH), 3.21 (m, 2H). 

Example 8 

flS)-2-(benzvioxv')-l-r(l5-r(E)-2-pyridin-4-vlvinynpvridin-3-vi>oxv')methvllethvlamine 
The desired product was prepared as the hydrochloride salt by substituting LrBoc-3- 
benzyloxyalaninoi for L-Boc-tryptophanol in Example 2A then proceeding as described for 
25 Examples 2B and 2C. MS (DCI/NH3) m/e 362 (M+H)*; 'H NMR (CD3OD) 58.80-8.89 (m, 
4H), 8.53-8.62 (m, 3H), 8.28-8.34 (m, 3H), 8.00-8.06 (m, IH), 7.98 (d, J=16.3 Hz, IH), 7.87 
(d, J=16.3 Hz, IH), 7.28-7.43 (m, 3H), 4.66 (s, 2H), 4.56-4.64 (m, 2H), 394-3.99 (m, IH), 
3.83-3.87 (m, 2H). 

Example 9 

30 N.N-dimethvl-N-r( 1 S.2S)- 1 -methvI-2-phenvl-2-({ 5-r(EV2-pvridin-4-vlvinvl1PVridin-3- 

vl^oxv'tethvllamine 
Example 9A 
5-brQmopvridin-3-yl acetate 
A mixture of 3-bromo-5-hydroxypyridine (9.00 g, 5 1 .7 mmol), acetic anhydride (6.0 
35 mL) and triethylamine (12.0 mL) in THF (50 mL) was heated to reflux overnight, cooled to 
room temperature, diluted with diethyl ether, washed with water, 5% NaHC03, water, and 
brine, dried (MgSOJ, filtered, and concentrated to provide the desired product (9.37 g, 84%). 
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Example 9B 
5-r(E)-2-pyridin-4"vlvmvl1pvridin-3-ol 
A mixture of Example 9A (9.37 g, 43,3 mmol), 4-vinylpyridine (14.0 mL, 130 tnmol), 
tri-o-tolylphosphine (13.5 g, 44.4 mmol), palladium acetate (2.65 g, 11.8 mmol) and 
5 triethylamine (120 mL, 0.861 mol) in acetonitrile (40 mL) was heated to reflux overnight and 
partitioned between ethyl acetate and water. The organic layer was washed with brine, dried 
(Na2S04), filtered, and concentrated under vacuum. Purification by flash column 
chromatography on silica gel with 5% methanol/dichloromethane containing 0.5% ammonia 
provided the acetate (8.53 g). This was stirred with LiOH-HjO (6.00g, 143 mmol) in 
10 THF/water (40mL/20mL) at room temperature for 4 hours, concentrated, adjusted to pH 7 
with IN HCl (aq.), and filtered. The filter cake was washed with water and dried under 
vacuum at 60 °C to provide the desired product (7.23 g, 84%). MS (DCI/NH3) m/e 199 
(M+H)^; NMR (CD3OD) 5 8.51 (m, 2H), 8.24 (d, J-1.4 Hz, IH), 8.04 (d, J=2.4 Hz, IH), 
7.61 (m, 2H), 7.50 (m, IH), 7.49 (d, J=16.6 Hz, IH), 7.27 (d, J=16.6 Hz, IH). 
15 Example 9C 

N.N-dimethYl-N4(lS,2S)-l-methvl-2-phenvl-2-f(54(EV2-pvridin-4-ylvinyllpyridin-^ 

yUoxy)ethvllamine 

The desired product was prepared as the trifluoracetate salt by substituting Example 
9B and (lS,2S)-2-(dimethylamino)-l-phenylpropan-l-ol for 3-bromo-5-hydroxypyridine and 
20 L-Boc-tryptophanol, respectively, in Example 2A then proceeding as described for Examples 
2B and 2D. MS (DCI/NH3) m/e 360 (M+H)^; ^H NMR (DMSO-dJ 5 8.78 (d, 2H), 8.44 (s, 
IH), 8.33 (d, IH), 7.94 (d, IH), 7.80 (s, IH), 7.75 (d, IH), 7.59 (d, 2H), 7.46-7.34 (m, 5H), 
5.84 (d, IH), 3.55-3.45 (m, IH), 2.95 (s, 3H), 2.84 (s, 3H), 1.02 (d, 3H). 

Example 10 

25 ( 1 S Y-2-(2-naphthvn- 1 -[( { 5-r(EV2-pyridin-4-vlvinvnpvridin-3 -y U oxy)methy Hethylamine 
The desired product was prepared as the trifluoracetate salt by substituting L-Boc-(2- 
naphthyl)alaninol for L-Boc-tryptophanol in Example ^ 2A then proceeding as described for 
Examples 2B and 2D. MS (DCI/NH3) m/e 382 (M+H)^; ^HNMR (DMSO-d,) 5 8.88 (d, J=6.8 
Hz, 2H), 8.57 (d, J-1.0 Hz, IH), 8.43 (d, J=2.4 Hz, IH), 8.15 (d, J=6.8 Hz, 2H), 7.99 (d, 

30 J=16.6 Hz, IH), 7.90 (m, 5H), 7.73 (d, J=16.6 Hz, IH), 7.50 (m, 3H), 4.35 (dd, J-3.4, 10.5 
Hz, IH), 4.21 (dd, J=5.4, 10.5 Hz, IH), 3.97 (m, IH), 3.32 (dd, J=5.8, 13.6 Hz,lH), 3.21 (dd, 
J=9.2, 13.6 Hz, IH). 

Example 1 1 

N-rf2S)-2-amino-3-flH-indol-3-ynpropyn-N-{5-r(E)-2-pyridin-4-ylvinvllDvridin-3-yUamine 
35 Example 1 1 A 

3"bromo-5-r(E)-2"pyridin-4-ylvinyl1pyridine 
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A solution of 3,5-dibroniopyridine (5.56 g, 23 A mmol), 4-vinylpyridine (5.1 mL), • 
palladium acetate (1.05g), tri-o-tolylphosphine (5.00g) and triethylamine (33 mL) in 
acetonitrile (100 mL) was heated overnight at 80 °C and concentrated. The residue was 
partitioned between 5% NaHCOg and dichloromethane and filtered. The filtrate was 
5 separated and the organic layer was washed with water, dried (MgSOJ, filtered, and 

concentrated. The concentrate was purified by flash column chromatography on silica gel 
with 4% methanol/dichloromethane to provide the desired product (2.18 g, 36%). (DCI/NH3) 
m/e261,263 (M+H)\ 

Example 1 IB 

10 5--r(E)"2-pyridin'-4-ylvinyl1pyridin"3'-amine 

A mixture of Example 1 lA (1.88 g, 7.2 mmol), benzophenone imine (1.22 mL), 
Pd2(dba)3 (66 mg), BINAP (125 mg), sodium tert-butoxide (0.97 g), and toluene (19 mL) was 
heated to 80 °C overnight and concentrated. The residue was purified by flash column 
chromatography on silica gel with ethyl acetate to provide a solid (2.44 g). This was stirred 

15 with 2N HCl (aq.) (5.0 mL) in THF (50 mL) at room temperature for.2 hours and 

concentrated. The residue was dissolved in 0.5N HCI (aq.) (100 mL) and washed three times 
with ethyl acteate. The aqueous layer was adjusted to pH 1 1 with IN NaOH and extracted 
with dichloromethane. The combined extracts were washed with water, dried (MgSOJ, 
filtered, and concentrated to provide the desired product (1.23 g, 87%). MS (DCI/NI^) m/e 

20 198 (M+H)^; NMR (DMSO-d^) 5 8.55 (m; 2H), 8.00 (d, J=1.7 Hz, IH), 7.89 (d, J=2.4 Hz, 
IH), 7.56 (m, 2H), 7.42 (d, J-16.6 Hz, IH), 7.17 (d, J=16.6 Hz, IH), 7.15 (m, IH). 

Example IIC 

tert-butyl (lSV2-(lH-indol-3-vn-14(l5-r(E)-2-pvridin-4-vlvinynpyridin-3- 
yll amino)methy Hethylcarbamate 
25 A mixture of Example 1 IB (52 mg, 0.264 mmol), L-Boc-tryptophanal (J. Med. 

Chem., 1985, 28(12), 1874.) (80 mg, 0.277 mmol) and acetic acid (80|LiL) in methanol (4 
mL) was stirred at room temperature for 3 hours, refluxed for 2 hours, cooled to room 
temperature, treated with sodium cyanoborohydride (35 mg) stirred for 1 hour, and filtered. 
The filtrate was concentrated and the residue was purified by HPLC on a C 18 column with 0- 
30 100% CHsCN/H.O/O.iro TFA to provide the designed product (43 mg, 35%). MS 
(DCI/NH3) m/e 470 (M+H)^ 

Example llD 

N-r(2S)-2-amino-3-flH-indol-3-vnpropyl1-N-{5-r(EV2-pyridin-4-ylvinyllpyridin-3"yUamin 
A solution of Example 1 IC (40 mg, 0.085 mmol) in dichloromethane (3.0 mL) at 
35 room temperature was treated with 4N HCl in dioxane (0.5 mL), stirred for 1 hour, and 
concentrated to provide the desired product as the hydrochloride salt (30 mg, 74%). MS 
(DCI/NH3) m/e 370 (M+H)^; ^H NMR (DMSO-d,) 5 1 1.09 (br s, IH), 8.90 (d, J=5.8 Hz, 2H), 
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8.47 (br s, 2H), 8.33 (s, IH), 8.22 (d, J=1.8 Hz, IH), 8.14 (d, J=5.8 Hz, 2H), 7.98 (s, IH), 
7.94 (d, J=16.5 Hz, IH), 7.86 (d, J=16.5 Hz, IH), 7.62 (d, J=7.9 Hz, IH), 7.37 (d, J=4.5 Hz, 
IH), 7.36 (s, IH), 7.08 (m, IH), 6.98 (m, IH), 3.71 (m, IH), 3.67 (m, IH), 3.54 (m, IH), 3.15 
(m,2H). 

Example 12 

(lS)-24(2-chlQro-54(E)-2-pyridin-4-ylvinvl1pvridin-3-vlloxvVl-flH-i^^^ 

ylmethynethylamine 
Example 12A 
3-(benzyloxy)"5-bromo-2-chloropyridine 
A solution of 3-(benzyloxy)-5-bromopyridine N-oxide (2.0 g, 7.1 mmol) in POCI3 (20 
mL) was stirred at 100 °C for 7 hours, cooled to room temperature, concentrated, treated with 
ethyl acetate (50 mL), washed with brine, dried (MgSOSj), filtered, and concentrated. The 
concentrate was purified by flash column chromatography on silica gel with 10% ethyl 
acetate/hexane to provide the desired product (l.Og, 40%). MS (DCI/NH3) m/e 299 (M+H)"". 

Example 12B 
5"bromo-2"ChlorQ«3-hydroxypyridine 
A mixture of Example 12A in HBr/HOAc ( 30%, 50 mL) was stirred at 100 C for 8 
hours, cooled to room temperature and concentrated. The concentrate was partitioned 
between ethyl acetate and saturated Na2C03 (aq.). The organic layer was washed with brine, 
dried (Na^SOJ, filtered, and concentrated under vacuum. Purification by flash column 
chromatography on silica gel with 30% ethyl acetate/hexane provided the desired product 
(0.51 g, 72%). MS (DCI/NH3) m/e 209 (M+H)". 

Example 12C 

tert-butyl (lS)-2-r(5-bromo-2"Chloropyridin-3"ynoxyVl-flH-indol-3- 
ylmethyDethylcarbamate 
The desired product was prepared by substituting Example 12B for 3-bromo-5- 
hydroxypyridine in Example 2A (0.78 g, 66%). MS (DCI/NH) m/e 481 (M+H)^ 

Example 12D 

flS)-2-({2-chloro-5-r(E)-2-pyridin-4-ylvinyl1pyridin-3-yUoxyVl-(lH-indol-3" 

ylmethyl)ethylamine 

The desired product was prepared as the trifluoroacetate salt by substituting Example 
12c for Example 2A in Examples 2B and 2D. MS (DCI/NH3) m/e 405, 407 (M+H)^;'H 
NMR (DMSO-dg) 5 1 1.04 (s, IH), 8.72 (d, J=6.0 Hz, 2H), 8.30 (s, IH), 8.23 (br s, 2H), 7.84 
(s, IH), 7,78 (d, J=6.0 Hz, 2H), 7,70 (d, J=16.8 Hz, IH), 7.62 (d, J-8.1 Hz, 1H),'7.50 (d, 
J=16.8 Hz, IH), 7.38 (d, J=8.1 Hz, IH), 7.28 (s, IH), 7.10 (t, J=7.2 Hz, IH), 7,00 (t, J=7.2 
Hz, IH), 4.38 (m; IH), 4.18 (m, IH), 3.91 (m, IH), 3.20 (m, 2H). 

Example 13 
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( 1 S)"2-( (6-chloro-5-rf E>2-pvridin-4-y Ivinyllpyridin-S-vU oxy V 1 -( 1 H-indol-3- 

ylmethyl)ethylamine 
Example 13A 

tert-but:yl(lSV24(5-bromo-6-chloropyridin-3-yl)oxy1-l"aH-indQl-3- 

5 ylmethyl)ethylcarbamate 

A solution of 5-bromo-6-chloro-3-hydroxypyridine (2.50 g, 12 mmol) N-a-(tert- 
butoxycarbonyl)-L-tryptophanol (3.77 g, 18 mmol) and triphenylphosphine (4.72 g, 18 
mraol) in THF (100 mL) was stirred at 0 °C for 20 minutes, treated with DEAD (2.83 mL, 18 
mmol), stirred for 1 hour, warmed to room temperature, stirred for 15 hours, treated with 

10 ethyl acetate (300 mL), washed with brine, dried (MgSQ^), filtered, and concentrated. The 
concentrate was purified by flash column chromatography on silica gel with 25% ethyl 
acetate/hexane to provide the desired product (4.58 g, 80%). MS (APCI) m/e 480, 482 
(M+H)^. 

Example 13B 

15 tert-butyl (lSV2~({6-chloro-5-r(E)-2-pyridin-4-ylvinyl1pyridin-3-yUoxy)-l-(lH-indol-3- 

vlmethyQethylcarbamate 
- A solution Example 13A (1.50 g, 3.125 mmol), Pd2(dba)3 (71 mg, 0.078 mmol) and 
tri-o-tolylphosphine (71 mg, 0.23 mmol) in DMF ( 30 mL) was treated with 4.vinylpyridine 
(492 mg, 4.68 mmol) and triethylamine (1.30 mL, 9.4 mmol), purged with nitrogen, and 

20 heated to 100 °C for 4 hours. The mixture was cooled to room temperature, treated with 
ethyl acetate (200 mL), washed with brine, dried (MgSOJ, filtered, and concentrated. The 
concentrate was purified by flash column chromatography on silica gel with 75% ethyl 
acetate/hexanes to provide the desired product (1.37 g, 87%). MS (APCI) m/e 505, 507 
(M+H)"-. 

25 Example 13C 

( 1 S)-2-( { 6-chloro-5 -ff E)->2-pyridin-4-y Ivinyllpv ridin-3 -y 1> oxv)- 1 -( 1 H-indol-3 - 

y Imethy l)ethy lam ine 

The desired product was prepared as the trifluoroacetate salt by substituting Example 
13B for Example 2B in Example 2D. MS (APCI) m/e 405, 407 (M+H)^; NMR (300 

30 MHz, CD3OD) 5 8.76 (d, J = 6.7 Hz, 2H), 8.18 (d, J = 2.7 Hz, IH), 8.15 (d, J - 6.5 Hz, 2H), 
7.95 (d, J - 16.2 Hz, IH), 7.86 (d, J = 3.0 Hz, IH), 7.58 (d, J = 7.8 Hz, IH), 7.43 (d, J = 16.3 
Hz, IH), 7.38 (d, J = 8.1 Hz, IH), 7.23 (s, IH), 7.13 (t, J - 7.1 Hz, IH), 7.03 (t, J = 7.8 Hz, 
IH), 4.38 (dd, J = 10.5, 3.0 Hz, IH), 4.25 (dd, J = 10.6, 5.8 Hz, IH), 3.97 (m, IH), 3.31 (m, 
2H); Anal. Calcd for C23H2iClN40-2.3TFA: C, 49.69; H, 3.52; N, 8.40. Found: C, 49.82; H, 

35 3.48; N, 8.32. 

Example 14 

(lS)-2-(lH-indol-3-yl)-l-(ir5-fpyridin-4-ylethynynpyridin-3-yl1oxy}methvnethylamine 
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Example 14A 

tert-butyl (lSV2-(lH-indol-3--ylV14((54rtrimethvlsilvnethynvnpvriciin-3-- 
yU oxy)niethynethylcarbamate 
A mixture of Example 2A (500 mg, L12 mmol), Pd2Cl2(PPh3)2 (77 mg, 0.112 mmol), 
5 and Cul (52 mg, 0.27 mmol) was purged with nitrogen, treated with DMF (7 mL), 

trimethylsilylacetylene (475 fiL, 3.36 mmol) and triethylamine (468 iiiL, 3.36 mmol) stirred at 
50 °C for 15 hours, cooled to room temperature, treated with ethyl acetate (50 mL), washed 
with brine, dried (MgS04), filtered, and concentrated. The residual oil was purified by flash 
column chromatography on silica gel with 1:2 ethyl acetate/hexanes to provide the desired 
10 product (417 mg, 80%). MS (APCI) lii/e 464 (M+H)^ 

Example 14B 

tert-butyl (lS)-2-r(5-ethynylpyridin-3-ynoxyM-(lH-indol-3-ylmethynethylcarbamate 
A solution of Example 14A (400 mg, 0.86 mmol) in THF (6 mL) at room temperature 
was treated with tetrabutylammonium fluoride (1.0 M solution in THF, L12 mL, 1.12 mmol), 
15 stirred for 1 hour, treated with ethyl acetate (50 mL), washed with brine, dried (MgSOJ, 

filtered, and concentrated. The residual oil was purified by flash column chromatography on 
silica gel with 40% ethyl acetate/hexanes to provide the desired product (290 mg, 86%). MS 
(APCI) m/e 392 (M+H)\ 

Example 14C 

20 tert-buty 1 ( 1 S V2-( 1 H-indol-3 -y 1)- 1 ( [5 py ridin-4-y lethy ny l)pyridin-3 ■ 

y Uoxy } methyDethy Icarbamate 
A mixture of Example 14B (150 mg, 0.384 mmol), 4-bromopyridine hydrochloride 
(75 mg, 0.34 mmol), Pd2Cl2(PPh3)2 (27 mg, 0.0384 mmol), and Cul (18 mg, 0.093 mmol), 
was purged with nitrogen, treated with DMF (4 mL) and triethylamine (214p,L, 1.54 mmol), 
25 stirred at 50 °C for 20 hours, cooled to room temperature, treated with ethyl acetate (50 mL), 
washed with brine, dried (MgS04), filtered, and concentrated. The residual oil was purified 
by flash column chromatography on silica gel with 2:1 ethyl acetate/hexanes to provide the 
desired product (122 mg, 68%). MS (APCI) m/e 469 (M+H)"". 

Example 14D 

30 flS)-2-(lH-indol-3-yn-l-f(r5-(pyridin-4-ylethynynpyridin-3~ynoxylmethynethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 
14C for Example 2B in Example 2D. MS (APCI) m/e 369 (M+H)^; NMR (300 MHz, 
CD3OD) 5 8,76 (d, J = 6.5 Hz, 2H), 8.47 (d, J = 1.7 Hz, IH), 8.42 (d, J = 2.7 Hz, IH), 7.92 (d, 
J = 6.5 Hz, 2H), 7.66 (dd, J = 2.7, 1 .7 Hz, IH), 7.58 (d, J = 7.8 Hz, IH), 7.38 (d, J = 8.2 Hz, 

35 IH), 7.23 (s, IH), 7.13 (td, J = 7.1, 1.0 Hz, IH), 7.03 (td, J = 7.8, 1.1 Hz, IH), 4.34 (dd, J - 
10.1, 3.0 Hz, IH), 4.19 (dd, J - 10.5, 5.8 Hz, IH), 3.98 (m, IH), 3.28 (m, 2H)Anal. Calcd 
for C23H2oN40-3.3 TFA: C, 47.74; H, 3.15; N, 7.52 Found: C, 47.53; H, 3.18; N, 7.48. 
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Example 1 5 

(lSV2-aH-indol-3-Yn-l-r({5-r(Z)-2-pvridin-4-vlvinvl1pvridin-3-vl}oxv)met^^^ 

A mixture of Example 14D (40 mg, 0.11 mmol), 5% Pd/BaS04 (8.1 mg) and 
qiiinoline (8.1 |llL) in methanol (3 mL) was stirred under hydrogen (20 psi) at room 
5 temperature for 12 minutes and filtered. The filtrate was concentrated and the residual oil 
was purified by HPLC on a C18 column with 0400% CH3CN/H2O/0.1% TFA to provide the 
desired product (30 mg, 75%). MS (APCI) m/e 369 (M-H)"; NMR (300 MHz, CD3OD) 5 
8,57 (d, J - 6.8 Hz, 2H), 8.29 (d, J = 2.4 Hz, IH), 8.04 (s, IH), 7.69 (d, J = 6.4 Hz, 2H), 7.57 
(d, J = 7.8 Hz, IH), 7.53 (d, J = 7.8 Hz, IH), 7.40 (d, J = 8.1 Hz, IIJ, 7.33 (t, J = 1.7 Hz, IH), 
10 7.21 (s, IH), 7.14 (m, 2H), 7.02 (td, J = 8.1, 1.0 Hz, IH), 6.95 (d, J = 12.2 Hz, IH), 4.24 (dd, 
J = 10.5, 3.0 Hz, IH), 4.08 (dd, J - 10.5, 5.6 Hz, IH), 3.92 (m, IH), 3.26 (m, 2H); Anal. 
Calcd for C23H22N40-3.6 TFA: C, 46.45; H, 3.30; N, 7.17. Found: C, 46.56; H, 3.35; N, 7.34. 

Example 16 

(2S)-2-amino-4-phenyl-N-(5-r(E)-2-pvridin-4-vlvinyl1pyridin-3-vUbutanamide 
15 Example 16A 

tert-butvl (lSV3-phenvl-l-r( (5-rfE)-2-pvridin-4-ylvinvl1pvridin-3- 
vU amino)carbony llpropy Icarbamate 
A mixture of Example IIB (200 mg, 1.0 mmol), HOBt (210 mg), EDC (290 mg), 
DMAP (25 mg) and Boc-homophenylalanine was stirred at room temperature overnight and 
20 ' concentrated. The residue was dissolved in ethyl acetate, washed sequentially with water, 5% 
NaHC03, and water, dried (MgS04), filtered, and concentrated. The residue was purified by 
flash column chromatography on silica gel with 3% methanol/dichloromethane to provide the 
desired product (192 mg, 41%). MS (DCI/NH3) m/e 459 (M+H)^ 

Example 16B 

25 f2SV2-amino-4-phenv^N-{5-r(E)-2-pvridin-4-ylyinvnpyridin-3-vUbutanamide 

The desired product was prepared as the hydrochloride salt by substituting Example 
16A for Example 2B in Example 2C (173 mg, 89%). MS (DCI/NH3) m/e 359 (M+H)^;^H 
NMR (DMSO-d^) 5 12.03 (s, IH), 8.97 (s, IH), 8.91 (d, J=6.6 Hz, 2H), 8.85 (s, IH), 8.70 (d, 
J=4.1 Hz, 2H), 8.60 (s, IH), 8.28 (d, J=6.6 Hz, 2H), 8.09 (d, J-16.5 Hz, IH), 7.68 (d, J=16.5 
30 Hz, IH), 7.24 (m, 5H), 4.33 (m, IH), 2.78 (m, 2H), 2.25 (m, 2H). 

Example 17 

5~U(2SV2"aminO"3-(lH-indol-3-vnpropynoxy>-N"pyridin"4-'ylnicotinamide 

Example 17A 

5-jrf2S)-2-r(tert-butoxycarbonynaminol-3-(lH-indol-3-yl)propynoxylnicotinic acid 
35 A solution of Example 2A (1 .30 g, 3.02 mmol) and PdCk.dppf (123 mg) in 

THF/water (6.3 mL/6.3 mL) was heated to 100 under CO (800 psi) for 19 hours, cooled to 
room temperature, and diluted with water. The mixture was extracted with dichloromethane 
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and the combined extracts were washed with water, dried (MgS04), filtered, and concentrated 
to provide the desired product (912 mg, 76%). MS (DCimH) m/e 396 (M+H)^ 

Example 17B 

tert-butvl (lSV2-(lH-indol-3-vl)-14(l5-r(Pvridin-4-vlamino)carbonvl1pvridin-3- 
5 vi>Qxy)methynethylcarbamate 

A solution of Example 17A (410 mg, 1.0 mmol), 4-aminopyridine (100 mg, 1.0 
mmol), EDC (960 mg), and HOBt (680 mg) in DMF (10 mL) was stirred at room 
temperature overnight, diluted with dichloromethane, washed with water, dried (MgSO^, 
filtered, and concentrated. The residue was purified by flash column chromatography on 
10 silica gel with ethyl acetate/methanol (8:1) to provide the desired product (87 mg, 18%). MS 
(DCI/NH3) m/e 488 (M+H)\ 

Example 17C 

5-{r(2S)-2-amino-3-(lH-indol-3-vnpropvl1oxv>-N-pyridin-4-ylnicotinamide 
The desired product was prepared as the hydrochloride salt by substituting Example 
15 17B for Example 2B in Example 2C (27 mg, 3 1%). MS (DCI/NH3) m/e 388 (M+H)-';'H 

NMR (DMSO-dg) 5 1 1.32 (br s, IH), 1 1.04 (br s, IH), 8.83 (d, J=1.4 Hz, IH), 8.69 (apparent 
d, J=6.8 Hz, 2H), 8.59 (d, J=2.7 Hz, IH), 8.15 (br s, 2H), 8.08 (apparent d, J-6.8 Hz, 2H), 
7.85 (dd, J=l,4, 2.7 Hz, IH), 7.61 (d, J-7.8 Hz, IH), 7.38 (d, J=8.12 Hz, IH), 7.29 (d, J=2.7 
Hz, IH), 7.10 (m, IH), 7.01 (m, IH), 4.33 (m, IH), 4.16 (m, IH), 3.87 (m, IH), 3.16 (m, 2H). 
20 Example 18 

N-(aminoethyl)-5'-r(E)-2-pyridin-4-ylvinynnicotinamide 
Example 18A 
ethyl 5-r(E)-2-pyridin-4-vlvinynnicotinate 
The desired product was prepared by substituting 3-bromo-5-ethoxycarbonylpyridine 
25 for Example lA in Example IB. MS (DCI/NH3) m/e 355 {M+Hf. 

Example 18B 
5-r(E)-2-pyridin"4"ylvinynnicotinic acid 
A mixture of Example 18A (1.60 g, 6.3 mmol) and LiOHHp (2.64 g) in THF/water 
(50 mL/50 mL) was stirred at room temperature for 2 hours. The THF was removed under 
30 vacuum and the aqueous layer was acidified with IN HCl (aq,). The solid was collected by 
filtration and dried to provide the desired product. MS (DCI/N^) m/e 227 (M+H)"". 

Example 18C 

N-(aminoethyn-5-r(E)-2-pyridin-4-ylvinyl1nicotinamide 
The desired product was prepared as the hydrochloride salt by substituting Example 
35 1 8B and N-tert-butoxycarbonylaminoethylamine for Example 17A and 4-aminopyridine, 

respectively, in Examples 17B and 17C. MS (DCI/NH3) m/e 384 (M+H)^; ^HNMR (DMSO- 
ds) 5 9.19 (t, J=5.4 Hz, IH), 9.09 (d, J=1.7 Hz, IH), 9.01 (d, J=2.0 Hz, IH), 8.89 (d, J=6.5 Hz, 
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2H), 8.82 (dd, J=1.7, 2.0 Hz, IH), 8.18 (d, J-6.5 Hz, 2H), 8.07 (d, J=16.6 Hz, IH), 7.87 (d, 
J=16.6 Hz, IH), 3.72 (br s, 2H), 3.59 (m, 2HX 3.05 (m, 2H). 

Example 19 

N4(2E)-3-(4-bromophenynprop-2~envl1-N42-({5-rfEV2-pvridin-4-vlvinvllpvridm^^ 
5 y 1} oxy)ethynamine 

Example 19A 
(2E)-3 -(4-bromopheny nprop-2-en- 1 -ol 
A solution of ethyl 4-bromocinnamide (5.430 g, 22.07 mmol) in toluene (20 mL) at- 
78 °C was treated.over 10 minutes with DIBAL (1.5 M in toluene, 37.0 mL, 55.5 mmol), 
10 stirred for 30 minutes at -78 °C, warmed to room temperature, stirred for 1 hour, quenched 
with 10% HCl (aq.), and extracted twice with diethyl ether. The combined extracts were 
washed with water and brine, dried (MgS04), filtered, and concentrated to provide the desired 
product (4.463g, 95%). MS (DCI/NH3) m/e 212, 214 (M+H)^ 228, 230 (M+18)". 

Example 19B 

15 1 -bromo-4-r( 1 EV3-chloroprop- 1 -eny Hbenzene 

A mixture of Example 19A (2.0 g, 9.387 mmol) and SOCI2 (3.5 mL, 47.9 mmol) in 
benzene (10 mL) was stirred at room temperature for 24 hours and concentrated to provide 
the desired product (2.167g, 99%). (DCI/NH3) m/e 231, 233, 235 (M+H^ 

Example 19C 

20 2-({5-r(E)"2"pyridin-4-ylvinyl1pyridin-3-yUoxy)ethanamine 

The desired product was prepared as the hydrochloride salt by substituting Example 
9B and N-tert-butoxylcarbonylaminoethanol (200 mg, 1 .00 mmol) for 3-bromo-5- 
hydroxypyridine and L-Boc-tryptophanol, respectively, in Examples 2A and 2C. MS 
(DCI/NH3) m/e 242 (MW; ^H NMR (CD3OD) 5 8.88 (d, J=6.1 Hz, 2H), 8.59 (s, IH), 8.43 
25 (s, IH), 8.19 (d, J=6.1 Hz, 2H), 8.03 (d, J=16.3 Hz, IH), 8.01 (s, IH), 7.82 (d, J=16.3 Hz, 
IH), 4.42 (t, J=4.9 Hz, 2H), 3.28 (m, 2H). 

Example 19D 

N-r(2E)-3-(4--bromophenvnprop-2-enyl1-N--r2--({5-rrEV2-pvridin-4-ylvinyllpvridin-3- 

y 1 j oxv)ethy 11 amine 

30 A solution of Example 19C (100 mg, 0,285 mmol). Example 19B (66.0 mg, 0.285 

mmol), and triethylamine (250 ^xL, 1.79 mmol) in DMF (5 mL) at room temperature was 
stirred for 3 days, and poured into water. The aqueous layer was extracted three times with 
dichloromethane and the combined extracts were washed with water, dried (MgS04),Tiltered, 
and concentrated. The residue was chromatographed on silica gel with 

35 dichloromethane/methanol/NH40H (100:5:0.5) to provide the free base. The material was 
treated with 2M HCl/Et,0 to provide the hydrochloride salt (34.0 mg, 22%). MS (DCI/NH3) 
m/e 436, 438 (M+H)^; ^H NMR (CDCI3) S 8.61 (m, 2H), 8.37 (d, J=1.7 Hz, IH), 8.27 (d, 
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J=2.7 Hz, IH), 7.37 (m, 4H), 7.26 (m, 5H), 7.25 (d, J=16.3 Hz, IH), 7.0.5 (d, J-16.3 Hz, IH), 
6.53 (d, J-15.9 Hz, IH), 6.31 (dt, J-6.1, 15.9 Hz, IH), 4.23 (t, J=5.1 Hz, 2H), 3,53 (dd, J=L1, 
6.1 Hz, IH), 3.13 (t, J=5.1 Hz, IH). 

Example 20 

5 N^-(3-{r(2SV2-amino-3-(lH-indQl-3-vl)propyl1oxv>phenynpvrimidine-2,4-diamm 

Example 20A 

tert-buty 1 ( 1 S)-2-(lH-indoI-3-yl)-l -Ff 3-nitrophenQXv)methvl1ethvlcarbamate 
The desired product was prepared by substituting 3-nitrophenol for 3-bromo-5- 
hydroxypyridine in Example 2A (257 mg, 61%). MS (DCI/NI^) m/e 412 (M+H)% 419 
10 (M+IS)*". 

Example 20B 

tert-butyl (lS)-2-(3"aminophenoxy)-l"(lH-indol-3-ylmethyl)ethylcarbamate 
A solution of Example 20A (247 mg, 0.600 mmol), ammonium formate (400 mg, 
6.34 mmol) and 10% Pd/C (25 mg) in methanol (10 mL) was heated to reflux for 30 minutes, 
15 cooled to room temperature, filtered through diatomaceous earth (Celite®), and concentrated. 
The concentrate was purified by flash column chromatography on silica gel with ethyl 
acetate/hexanes (1:1) to provide the desired product (200 mg, 87%). MS (DCI/NH^) m/e 382 
(M+H)^. 

Example 20C 

20 tert-butyl (lS)"2-{3-r(2-aminopyrimidin-4-ynamino1phenoxy|"l-(lH-indol-3" 

ylmethyl)ethylcarbamate 
A solution of Example 20B (41, 2 mg, 0.108 mmol) and 2-amino-4-chloropyrimidine 
(14.0 mg, 0.108 mmol) in ethanol (0.5 mL) was heated to 80°C for 13 hours and purified by 
flash column chromatography on silica gel with dichloromethane/methanol/NHjOH 
25 (100:5:0.5) to provide the desired product (50 mg, 98%). MS (DCI/NIi) m/e 475(M+H)^. 

Example 20D 

N^-f 3- ( r(2S)-2-amino-3 ■( lH-indol-3-yl)propy Hoxy} phenyl)pyrimidine-2.4-diamine 
The desired product was prepared as the hydrochloride salt by substituting Example 
20C for Example 2B in Example 2C (33 mg, 81%). MS (DCI/NH3) m/e 375 (M+H)^;^H 
30 NMR (DMSO-d,) S 12.3 (br s, IH), 10.8 (br s, IH), 8.35 (br s, 4H), 7.85 (d, J=7:i Hz, IH), 
7.61 (d, J=7.8 Hz, IH), 7.45 (br s, 2H), 7.37 (d, J=7.8 Hz, IH), 7.30 (m, 2H), 7.09 (m, IH), 
6.99 (m, IH), 6.75 (m, IH), 6.35 (m, IH), 4.17 (dd, J=3.4, 10.5 Hz, IH), 4.03 (dd, J=5.8, 10.5 
Hz, IH), 3.77 (m, IH), 3.18 (d, J=7.5 Hz, 2H). 

Example 21 

35 (lR)-3-(6-chloro-5-r(E)-2-pyridin-4>ylvinynpyridin-3-yU-l-(lH-indol-3- 

ylmethyQpropylamine 
Example 21 A 
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6-chloro-5-rfEV2-pyridin-4-vlvinyl1pyridin-3"amine 
A solution of 3-amino-5-bromo-6-chIoropyridine (2,0 g, 9.64 mmol), Fdjidha)^ (440 
mg, 0.48 mmol), tri-o-tolylphosphine (438 mg, 1.44 mmol), 4-vinylpyridine (2.08 mL, 19.28 
mmol), and triethylamine (4.03 mL, 29 mmol) in DMF (30mL) was stirred at 100 °C for 15 
5 hours, cooled to room temperature, treated witii ethyl acetate (200 mL), washed twice with 
brine, dried (MgSOJ, filtered and concentrated. The residual solid recrystallized from 
hexanes/dichloromethane to provide desired product (1.86 g, 84%). MS (APCI) m/e 232 
(M+H)^. 

Example 21B 

10 2-chloro-5-iodo-3-rfE)-2-pyridin-4-vlvinyl1pyridine 

A solution of Example 21A (1.0 g, 4.3 mmol) in 30% H2SO4 (10 mL) at 0°C was 
treated with NaNOs (386 mg, 5.6 mmol), stirred for 5 hours, treated with a solution of Nal 
(2.1 g, 14 mmol) in Hp (2 mL), stirred for 2 hours, treated with additional Nal (2.1 g, 14 
mmol), stirred for 2 hours, poured into 30% NaOH (aq.) (200 mL) at 0 °C and extracted three 

15 times with 10% methanol/ethyl acetate. The combined organic phases were dried (MgS04), 
filtered, and concentrated. The residual solid was purified by flash column chromatography 
on silica gel with 70% ethyl acetate/hexanes to provide the desired product (1.03 g, 70%). 
MS (DCI) m/e 343 (M-l-H)^ 

Example 21c 

20 tert-buty 1 ( 1 S)- 1 -( 1 H-indol-3 -y Imethy l)prop-2-eny Icarbamate 

A suspension of methyltriphenylphosphonium bromide (5.65 g, 15.81 mmol) in THF 
(50 mL) at 0 °C was treated with n-BuLi (2.5 M solution in hexane, 6.33 mL, 15.81 mmol), 
stirred for 10 minutes, warmed to room temperature, stirred for 30 minutes, cooled to 0 °C, 
treated with a solution of L-Boc-tryptophanal (3.80 g, 13.2 mmol) in THF (10 mL), stirred 

25 for 2 hours, treated with diethyl ether (200 mL), washed with brine, dried (MgS04), filtered, 
and concentrated. The residual oil was purified by flash column chromatography on silica 
gel with 20% ethyl acetate/hexanes to provide the desired product (700 mg, 18%). MS (DCI) 
m/e287(M+H)^ 

Example 2 ID 

30 • tert-butyl (lR)-3-{6-chloro-5-r(E)-2~pyridin-4-ylvinvllpyridin-3-Yl>-l-(lH-indol-3- 

ylmethyQpropylcarbamate 
A solution of Example 21C (100 mg, 0.35 mmol) in THF (3 mL) at 0 °C was treated 
with 9-BBN (0.5 M solution in THF, 0.70 mL, 0.35 mmol), stirred overnight while gradually 
warming to room temperature, cannulated into a mixture of Example 21B (108 mg, 0.32 
35 mmol), PdCl2(dppf) (26 mg, 0.032 mmol) and CS.CO3 (228 mg, 0.7 mmol) in DMF, purged 
with nitrogen, and stirred at 50 °C for 8 hours. The mixture was treated with ethyl acetate (50 
mL), washed with brine, dried (MgSO^), filtered, and concentrated. The residual oil was 
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purified by flash column chromatography on silica gel with 80% ethyl aoetate/hexanes to 
provide the desired product (69 mg, 40%). 

Example 21E 

flRV3-(6-chloro-5-r(E)-2>pvridin-4-ylvinvnpvridin-3"VU-'l-(lH-indol-3- 

5 vlmethyQpropvlamine 

The desired product was prepared as the trifluoroacetate salt by substituting Example 
21D for Example 2B in Example 2D. MS (APCI) m/e 403, 405 (M+Hf; 'H NMR (300 
MHz, CD3OD) 5 8.78 (d, J - 6.8 Hz, 2H), 8.19 (d, J = 1.7 Hz, IH), 8.18 (d, J = 6.8 Hz, 2H), 
7.97 (d, J = 2.4 Hz, IH), 7.93 (d, J = 16.3 Hz, IH), 748 (d, J - 7.8 Hz, IH), 7.34 (d, J = 9.5 

10 Hz, IH), 7.33 (d, J = 16.0 Hz, IH), 7.20 (s, IH), 7.11 (td, J - 7.1, 1.0 Hz, IH), 7.00 (td, J = 
6.8, 1.0 Hz, IH), 3.55 (p, J = 6.4 Hz, IH), 3.16 (m, 2H), 2.82 (m, 2H), 2.06 (m, 2H); Anal. 
Calcd for C24H23C1N4-2.8 TFA: C, 49.23; H, 3.60; N, 7.76. Found: C, 49.1 1; H, 3.64; N, 
7.66. 

Example 22 

15 4^(5,([(2S)-2-amino-3-(lH-indol-3-vi)propylloxv>pyridin-3-vnbenzonitrile 

Example 22A 

tert-butvl ( 1 S)-2-| rS-(4-cyanophenvl)pyridin-3-vnoxy> -1 -( lH-indol-3- 

ylmethyQethylcarbamate 
A solution of Example 2A (250 mg, 0.56 mmol) in ethylene glycol dimethyl ether 
20 (20.0 mL) at room temperature was treated with tetrakis(triphenylphosphine)palIadium(0) (32 
mg, 0.03 mmol), stirred for 10 minutes, treated with a solution of (4-cyanophenyl)boronic 
acid (123 mg, 0.84 mmol) in ethanol (5.0 mL), stirred for 15 minutes, treated with 2M 
Na2C03 (aq.) (1 .4 mL), heated to reflux for 4 hours, cooled to room temperature and 
concentrated. The concentrate was purified by flash column chromatography on silica gel 
25 with hexanes/ethyl acetate (1 : 1) to provide the desired product (230 mg, 88%). MS 
(DCI/NH3) ra/e 469 (M+H)^ 

Example 22B 

4-(5 ■ ( 1(2 S V2-amino-3 -( 1 H-indol-3 -y Dpropy 11 oxy > p vridin-3 -y nbenzonitrile 
A solution of Example 22A (20 mg, 0.043 mmol) in dichloromethane (2.0 mL) at 0 
30 °C was treated dropwise with trifluoroacetic acid (0.5 mL) and stirred for 2 hours while 

warming to room temperature. The reaction mixture was concentrated to provide the desired 
product as the trifluoroacetate salt (27 mg, 88%). MS (DCI/NH3) m/e 369 (M+H)^;'H NMR 
(DMSO-de) 5 11.02 (s, IH), 8.63 (d, J=1.9 Hz, IH), 8.42 (d, J=2..8 Hz, IH), 8.21 (br s, 2H), 
7.99-7.92 (m, 4H), 7.73 (t, J=1.9 Hz, IH), 7.61 (d, J=8.1 Hz, IH), 7.38 (d, J=8.1 Hz, IH), 
35 7.29 (d, J=2.5 Hz, IH), 7.10 (m, IH), 7.01 (m, IH), 4.36 (dd, J-10.6, 3.1 Hz, IH), 4.19 (dd, 
. J=10.9, 5.9 Hz, IH), 3.89-3.82 (m, IH), 3.16 (d, J=7.2 Hz, 2H). 

Example 23 
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N4f2SV2-amino-3-(lH-indol-3-yl)propvl1--N'-isoquinolin-5-vbvridine^^ 

Example 23A 
isoquinolin-5-yl trifluoromethanesulfonate 
A mixture of 5-hydroxyisoquinoline (1.6 g; 1 1.0 mmol) and triethylamine (1.38 g; 
5 13.6 mmol) in dichloromethane (25 mL) at 0 °C was treated slowly with triflic anhydride 
(3.35 g; 12.1 mmol), stirred overnight while warming to room temperature, diluted with 
dichloromethane, washed twice with water and saturated NH4CI (aq.), once with water* and 
brine, dried (Na2S04), filtered, and concentrated. The concentrate was purified by flash 
column chromatography on silica gel with 7% ethyl acetate/dichloromethane to provide the 
10 desired product (1 .54 g; 50%). 

i Example 23B 

3-amino-5-bromopyridine 
A solution of 3M NaOH (250 mL) at room temperature was treated with bromine 
(25.9 g, 162 mmol), stirred for 15 minutes, treated with 5-bromonicotinamide (25 g, 124 
15 mmol), stirred for 45 minutes, heated to 85-100 ^^C for 3 hours, cooled to room temperature, 
adjusted to pH 1 with 10% HCl (aq.) washed twice with diethyl ether. The aqueous layer was 
adjusted to pH-^lO-l 1 with solid NaOH, and extracted four times with diethyl ether and twice 
with dichloromethane. The combined extracts were dried (MgSOJ, filtered, and 
concentrated to provide the desired product (1 3 .3 g, 62%). 
20 Example 23C 

N"(5-bromopyridin-3-yl)isoquinolin-5-amtne 
A mixture Example 23 A (500 mg, 1.8 mmol), Example 23B (600 mg, 3.5 mmol), 
Pd2(dba)3 (42 mg; 0.045 mmol), BINAP (56 mg; 0.09 mmol), and sodium tert-butoxide (350 
mg; 3.6 mmol) in 10 mL toluene was heated to reflux for 2 hours, diluted with water, and 
25 extracted three times with ethyl acetate. The combined extracts were washed successively 
with saturated NaHCOa, water, and brine, dried (N^S04), and concentrated. The concentrate 
was purified by flash column chromatography on silica gel with 3% 
methanol/dichloromethane to provide the desired product (97 mg, 18%). 

Example 23D 

30 N-(diphenylmethylene)-N'"isoquinolin-5"ylpyridine-3,5-diamine 

A mixture of Example 23C (175 mg, 0.58 mmol), benzophenone imine (150 mg, 0.83 
mmol), Pd2(dba)3 (54 mg, 0.06 mmol), BINAP (55 mg, 0.09 mmol), and sodium tert-butoxide 
(80 mg, 0.82 mmol) in 3 mL toluene was heated to 75-80 °C for 4 hours and concentrated.. 
The concentrate was purified by flash column chromatography on silica gel with 3% 
35 methanol/dichloromethane to provide the desired product (150 mg,. 64%). 

Example 23 E 
N-isoquinolin-5-ylpyridine-3,5-diamine 

-45- 



wo 03/051366 PCTAJS02/39915 

A mixture of Example 23D (145 mg; 0.36 mmol) in 3 mL THF at room temperature 
was treated with 10 drops of water and 3 drops of cone. HCl, stirred for 2 hours, and 
concentrated. The residue was partitioned between ethyl acetate and concentrated NaHCOg 
. (aq). The aqueous layer was extracted three times with ethyl acetate. The combined extracts 
5 were washed with brine, dried (MgS04), filtered, and concentrated. The concentrate was 
purified by flash column chromatography on silica gel with 10% methanol/dichloromethane 
to provide the desired product (59 mg, 68%). 

Example 23F 

tert-buty 1 ( 1 S V2-( 1 H-indol-3 -vO- 1 -f I r5-(isoquinolin-5-vlamino^Pvridin-3- 
10 vHaminol methy pethylcarbamate 

A mixture of Example 23E (55 mg, 0.23 mmol) and L-Boc-tryptophanal (84 mg, 0.29 
mmol) in 2 mL dichloromethane at room temperature was treated with Ti(iPrO)4 (1 mL), 
stirred for 2 hours, and concentrated. The residue was dissolved in 2 mL ethanol, treated 
with NaBHjCN (30 mg; 0.46 mmol), stirred for 2 hours, diluted with water, and filtered. The. 
15 filter cake was washed with methanol and the filtrate was concentrated. The residue was 
suspended in methanol/dichloromethane and filtered. The filtrate was concentrated and the 
concentrate was purified by flash column chromatography on silica gel with 5% 
methanol/dichloromethane to provide the desired product (28 mg, 24%). 

Example 23 G 

20 N-r(2S)-2-amino-3-(lH-indol-3-yl)propvl1-N^-isoquinolin-5"ylpyridine-3,5-diamine 
A solution of Example 23F (26 mg, 0.05 mmol) in 2 mL dichloromethane at room 
temperature was treated with 0.5 mL TFA, stirred for 3 hours, and concentrated. The 
concentrate was purifed by reverse phase HPLC on a C18 column with 0-100% 
CH3CN/H2O/0.1% TFA and the residue was dissolved in water and lyophilized to provide the 

25 desired product as the trifluoroacetate salt (27 mg, 70%). MS (ESI(+)) m/e 409 (M+H)""; 

NMR (DMSO-dfi, 500 MHz) 5 11.02 (s, IH), 9.44 (s, IH), 9.07 (s, IH), 8.57 (d, J=9 Hz, IH), 
7.95-8.01 (m, 2H), 7.88-7.93 (m, 2H), 7.68-7.73 (m, 3H), 7.57-7.59 (m, IH), 7.53 (d, J-8 Hz, 
IH), 7.38 (d, J=8 Hz, IH), 7.24-7,27 (m, 1H),7.09 (t, J-9 Hz, IH), 6.89 (t, J=9 Hz, IH), 6.92 
(s, IH), 6.83 (br s, IH), 3.33-3.40 (m, IH), 3.00-3.14 (m, 4H); Anal. Calcd for 

30 C25H24N,.3TFA.3H20: C, 46.28; H, 4.13; N, 10.44; F, 21.25. Found: C, 46.32; H, 3.54; N, 
10.02; F, 21.58. 

Example 24 

N-r(2S)-2-amino-3>-(lH-indol-3-vnpropvll-N-r5-(isoquinolin-5-vloxy)pyridin-3-vnamine 

Example 24A 

35 5-r(5-bromopvridin-3-yl)oxy1isoquinoline 

A sealed tube was charged with 5-hydroxyisoquinoline (0.15 g, 1.03 mmol), 3,5- 
dibromopyridine (0.24 g, 1.03 mmol), potassium carbonate (0.27 g, 2.0 mmol) and DMF (4 
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mL). The reaction was heated to 240 °C for 10 minutes in a personal chemistry microwave. 
The reaction was partitioned between water and ethyl acetate. The aqueous layer was 
extracted twice with ethyl acetate. The combined extracts were concentrated and the residue 
was purified by flash column chromatography on silica gel with 2:1 ethyl acetate/hexanes to 
5 provide the desired product (0.071 g, 23%). 

Example 24B 

N-r(2SV2-aminO"3-aH-indol-3-ynpropyll-N-r5-(isoquinolin-5-vloxv)pvridin-3-vllamine 
The desired product was prepared by substituting Example 24A for Example 23C in 
Examples 23D then proceeding as described for Examples 23E, 23F, and 23G. MS (ESI) m/e 
10 410 (M+H)^; NMR (DMSOA, 300 MHz) 5 1 1.00 (br s, 1H),9.47 (br s, IH), 8.58 (d, J=8 
Hz, IH), 7.97-8.03 (m, IH), 7.92-7.94 (m, IH), 7.85-7,87 (m, IH), 7.797.82 (m, 2H), 7.66- 
7.72 (m, 2H), 7.51-7.54 (m, IH), 7.26-7.36 (m, 3H), 7.02-7.08 (m, IH), 6.94-6.98 (m, IH), 
6.68-6.71 (m, IH), 6.39 (br s, IH), 3.73-3.80 (m, IH), 3.43-3.52 (m, 2H), 3.16-3.19 (m, 2H); 
Anal. Calcd for C.sH^sNpSTFA: C, 49.53; H, 3.46; N, 9,30; F, 22.76. Found: C, 49.44; H, 
15 3.58; N, 9.14; F, 22.30. 

Example 25 

(2SV2-amino-3-nH--indol--3-vn-N-r5-(U6-naphthyridin-2-vnpvridin->3-ynpropanamide 

Example 25A 
2,2-dimethyl-N-pyridin-4-ylpropanamide 
20 A mixture of 4-aminopyridine (10 g, 106 mmol) and pivaloyl chloride (12.9 g, 107 

mmol) in 200 mL dichloromethane was cooled to 0 °C and treated slowly with triethylamine 
(10.9 g, 108 mmol), warmed to room temperature, stirred overnight, anddiluted with water. 
The aqueous layer was extracted three times with dichloromethane and the combined extracts 
were washed with brine, dried (Na2S04), filtered, and concentrated. The product was 
25 recrystallized from toluene to provide the desired product (14 g, 74%). 

Example 25B 
N-(3-formylpyridin-4-yl)-2,2-dimethylpropanamide 
A mixture of Example 25 A (1 1.4 g, 64 mmol), in 200 mL THF was cooled to~78 °C, 
treated with 1.6 M nBuLi in hexanes (100 mL, 160 mmol), warmed to 0 °C, stirred for 1 
30 hour, treated with a solution of DMF (22 g, 215 mmol) in 100 mL THF, warmed to room 
temperature, stirred for 1 hour, diluted with brine, and extracted three times with ethyl 
acetate. The combined extracts were washed with water, washed twice with brine, dried 
(MgS04), filtered, and concentrated. The concentrate was purified by flash column 
chromatography on silica gel with 3% methanol/dichloromethane to provide the desired 
35- . product (9.1 g, 69%). 

Example 25C 
4-aminonicotinaldehyde - 
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A solution of Example 25B (870 mg, 4.2 mmol) in 3N HCl (aq.) (10 mL) was heated 
to reflux overnight, and extracted three times with diethyl ether. The aqueous layer was 
adjusted to pH >7 with solid K2CO3 and extracted sixtimes with 20% 
isopropanol/chloroform. The combined extracts were dried (Na2S04), filtered, and 
5 concentrated to provide the desired product (450 mg; 87%). 

Example 25D 
5-acetylnicotinamide 

A mixture of 5-bromonicotinamide (2.5 g, 12.4 mmol), tributyl(l-ethoxyvinyl)tin (5.0 
g, 13.8 mmol) and dichlorobis(triphenylphosphine)palladium(II) (800 mg, 1.1 mmol) in 25 
10 mL toluene was heated to reflux for 3 hours. The mixture was cooled to room temperature, 
treated with 25 mL 2N HCl (aq.), and stirred for 1 hour. The aqueous layer was washed with 
ethyl acetate, adjusted to pH >7 with solid K2CO3, and extracted six times into 20% 
isopropanol/chloroform. The combined extracts were dried (Na2S04), filtered, and 
concentrated to provide the desired product (1.6 g, 78%). 
15 Example 25E 

5-( 1 ,6-naphthyridin-2-yl)nicotinamide 
A mixture of Example 25C (450 mg, 3.68 mmol) and Example 25D (605 mg, 3.68 
mmol) in 20 mL ethanol and 1.2 mL of 10% NaOH (aq) was heated to reflux for 3 hours and 
concentrated. The solid was collected and rinsed with ethyl acetate to provide the desired 
20 product (740 mg, 80%). 

Example 25F 
5"(l,6-naphthyridin-2-yl)pyridin-3-amine 
The desired product was prepared by substituting Example 25E for 5- , 
bromonicotinamide in Example 23B. 
25 Example 25G 

tert-butvl ( 1 S)- 1 -( 1 H-indol-3-vlmethyn-2- ( r5-( L 6-naphthvridin-2-y l)pyridin-3-ynamino} -2- 

oxoethylcarbamate 

The desired product was prepared by substituting Example -25? (100 mg, 0.45 mmol) 
and L-Boc-tryptophan (150 mg, 0.49 mmol) for Example 1 IB and Boohomophenylalanine, 
30 respectively, in Example 16A. 

Example 25H 

(2S)-2-amino-3"(lH-indol-3"yl)-N"r5"(l,6"naphthyridin-2-yl)pyridin-3-ynpropanamide 

The desired product was prepared as the trifluoroacetate salt by substituting Example 
25G for Example 2B in Example 2D. MS (ESI) m/e 409 (M+H)"-; NMR (DMSO-d^, 500 
35 MHz) 5 1 1.04 (br s, IH), 10.91 (s, IH), 9.50 (s, IH), 9,23 (d, J=3 Hz, IH), 8.95 (d, J=3 Hz, 
IH), 8.77-8.83 (m, 3H), 8.42 (d, J=8 Hz, IH), 8.28^.32 (m, 2H), 7.97-8.00 (m, IH), 7.65- 
7.69 (m, IH), 7.37 (d, J=8 Hz, IH), 7.26-7.28 (m, IH), 7.06-7.11 (m, IH), 6.96-7.01 (m, IH), 
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4.18-4.25 (m, IH), 3.25-3.45 (m, 2H); Anal, Calcd for C2AoN60-3TFA-lH20: C, 46.88; H, 
.3.28; N, 10.93; F, 22.25. Found: C, 47.19; H, 3,39; N, 11.14; F, 21.81. 

Example 26 

N-r(2SV2-amino-3-(lH-indol-3-yl)propyll-N-r5-(l,6-naphthvridin-2-vnPVridin-3 
5 The desired product was prepared as the trifluoroacetate salt by substituting Example 

25F for Example 23E in Examples 23F and 23G. MS (ESI) m/e 395 (M+H)^;'H NMR 
(DMSO-dfi, 500 MHz) 5 1 1.07 (br s, IH), 9.51 (s, IH), 8.74-8.83 (m, 3H), 8.27 (d, J=9 Hz, 
IH), 8.18 (d, J=4 Hz, IH), 7.93-7.97 (m, 4H), 7.60-7.64 (m, IH), 7.39 (d, J=9 Hz, IH), 7.34 
(d, J==4 Hz, IH), 7.06-7.12 (m, IH), 6.96-7.02 (m, IH), 6.78 (br s, IH), 3.40-3.67 (m, 3H), 
10 3.1 1-3.16 (m, 2H); Anal. Calcd for C24H32N,.3.25TFA: C, 47.88; H, 3.33; N, 10.98; F, 24.21. 
Found: C, 47.51 • H, 3.29; N, 10.94; F, 24.16. 

Example 27 

( 1 S)-2-( 1 H-indol-3-yl)- 1 -{ r(5-isoquinolin-6-ylpvridin-3-y QoxvlmethvUethylamine 

Example 27A 

15 6-(trimethylstannyl)isoquinoline 

A solution of 6-bromoisoquinoIine (0.35 g, 1.7 mmol) in DMA (6 mL) was treated 
with hexamethylditin (0.55 mL, 1.9 mmol) and Pd(PPh3)4 (0.23 g, 0.2 mmol), stirred at 100 
""C for 1 hour, diluted with water, and extracted three times with ethyl acetate. The combined 
extracts were concentrated and the residue was purified by flash column chromatography on 
20 silica gel with 1:1 hexanes/ethyl acetate to provide the desired product (0.247 g, 50%). 

Example 27B 

tert-butyl (lS)-2-(lH-indol-3-yI)-l-{r(5-isoquinoIin-6-ylpyridin-3- 
y Qoxylmethylj ethylcarbamate 
A solution of Example 27A (0.25 g, 0.86 mmol) and Example 2A (0.444 g, 1.00 
25 mmol) in 6 mL of DMF was treated with Pd2(dba)3 (0.08 g, 0.086 mmol), tri-o- 

tolylphosphine (0.02g, 0.04 mmol), and triethylamine (0.15 mL, 1.0 mmol), heated to 75 ^^C 
in a sealed tube for 8 hours, and concentrated. The residue was purified by flash column 
chromatography on silica gel with 2.5% methanol/dichloromethane to provide the desired 
product (0.125 g, 30%). 
30 Example 27C 

( 1 S)-2-( 1 H-indo 1-3 -yl)- 1 - ( [(5 -isoquinolin-6-y lpyridin-3-y Doxylmethy 1 > ethy lamine 
A solution of Example 27B (0.125 g, 0.25 mmol) in dichloromethane (3 mL) at room 
temperature was treated with TFA (400 fxL), stirred for 1 hour, and concentrated. The 
concentrate was azeotropically distilled with diethyl ether two times and the residue was 
35 purified by reverse phase HPLC on a C 1 8 column with 0-100% CH3CN/H2O/0. 1 % TFA to 
provide the desired product as the di-trifluoroacetate salt (0.1 10 g, 70%). MS (ESI) m/e 395 
(M+H)^; ^H NMR (DMSO-d^, 300 MHz) 5 1 L02 (br s, IH), 9.52 (s, IH), 8.76 (d, J=3 Hz, 
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. IH), 8.62 (d, J=8 Hz, IH), 8.44-8.46 (m, 2H), 8.38 (d, J=9 Hz, IH), 8.1 18.20 (m, 3H), 8.04- 
8.08 (m, IH), 7.83-7.86 (m, IH), 7.62 (d, J=9 Hz, IH), 7.37-7.40 (m, IH), 7.31 (d, J=3 Hz, 
IH), 7.08-7.12 (m, IH), 6.99-7.03 (m, IH), 4.37-4.41 (m, IH), 4.18-4.23 (m, IH), 3.86-3.91 
(m, IH), 3.16-3.20 (m, 2H); Anal. Calcd for e25H2^440-2TFA-H20: C, 49.35; H, 3.61; N, 
5 7.43; F, 22.67. Found: C, 49.04; H, 3.55; N, 7.42; F, 22.28. 

Example 28 

(lR)-2-(lH-indol-3-yl)-l-{[(5-quinolin-6-ylpvridin-3-yl)oxv1methvl>ethylamine 

Example 28A 

10 tert-butyl (lR)-2-r(5-hvdroxypvridin-3-yI)oxy1-l-(lH-indol-3-ylmethvl)ethylcarbamate 
The desired product was prepared by substituting D-Boo-tryptophanoi for L-Boc 
tryptophanol in Example 2A. 

Example 28B 

( 1 R)-2-( 1 H-indol-3-yl)- 1 - { r(5-quinoiin-6-ylpyridin-3-yl)oxy1methyl > ethy lamine 
15 The desired product was prepared as the trifluoroacetate salt by substituting 28 A for 

2A in Example 27B then removing the Boc group as in Example 27C. MS (ESI) m/e 395 
(M+H)^; 'H NMR (DMSO-dg. 500 MHz) 5 11. 02 (s, IH), 8.97-9.00 (m, IH), 8.74 (d, J=3Hz, 
IH), 8.50-8.54 (m, IH), 8'39-8.42 (m, 2H), 8.18-8.23 (m, 3H), 8.13-8.17 (m, IH), 7.81-7.83 
(m, IH), 7.61-7.66 (m, 2H), 7.39 (d, J=8 Hz, IH), 7.31 (d, J=3 Hz, IH), 7.07-7.10 (m, IH), 
20 6.99-7.02 (m, IH), 4.38-4.41 (m, IH). 4.21-4.24 (m, IH), 3.79-3.83 (m, IH), 3.16-3.19 (m, 
2H). 

Example 29 

(lS)-2-r(6-chloro-5-isoquinolin-6-ylpyridin-3-yl)oxy1-l-(lH-indol-3-ylmethyi)ethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 
25 1 3A for Example 2A in Example 27. MS (APCI) m/e 429, 43 1 (M+H)*; 'H NMR (300 MHz, 
CD3OD) 5 9.77 (s, IH), 8.63 (d, J = 6.4 Hz, IH), 8.54 (d, J = 88 Hz, IH), 8.43 (d, J = 6.4 Hz, 
IH), 8.30 (s, IH), 8.27 (d, J = 3.1 Hz, IH), 8.06 (dd, J = 8.4, 1.7 Hz, IH), 7.58 (s, IH), 7.56 
(d, J = 5.4 Hz, IH), 7.35 (d, J = 8.1 Hz, IH), 7.22 (s, IH), 7.10 (td, J = 7.1, 1.4 Hz, IH), 7.00 
(td, J = 7.8, 1.0 Hz, IH), 4.37 (dd, J = 10.5, 3.4 Hz, IH), 4.24 (dd, J = 10.5, 5.8 Hz, IH), 3,98 
30 (m, IH), 3.27 (m, 2H); Anal. Calcd for C25H2,C1N40-2.25TFA: C, 51.69; H, 3.42; N, 8.17. 
Found: C, 51.75; H, 3.39; N, 8.13. 

Example 30 

(lS)-2-r(2-chloro-5-isoquinolin-6-ylpyridin-3-yl)oxy1-l-(lH-indol-3-yhnethyl)ethvlamine 
The desired product was prepared as the trifluoracetate salt by substituting Example 
35 12c for Example 2A in Example 27 (0.02 g, 80%). MS (DCI/NH3) m/e 429, 43 1 (M+H)*; 'H 
NMR (DMSO-dg) 5 11.04 (s, IH), 9.50 (s, IH), 8.62 (d, J=6.0 Hz, IH), 8.57 (s, IH), 8.44 (s, 
IH), 8.35 (d, J=9.0 Hz, IH), 8.22 (s, 2H), 8.13 (d, J=9.0 Hz, IH), 8.00 (d, J=6.0 Hz, IH), 7.98 
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(s, IH), 7.64 (d, J=7.5 Hz, IH), 7.38 (d, J=7.5 Hz, IH), 7.30 (s, IH), 7.10 (t, J=7.2 Hz, IH), 
7.00 (t, J-7.2 Hz, IH), 4.46 (m, IH), 4.30 (m, IH), 3.92 (m, IH), 3.21 (m, 2H). 

Example 31 

aR)-l-(lH-indol-3-vlmethvlV3-(5-isoquinolin-6-vlpvridm-3-vnpropvlamine 
5 Example 31A- 

6"(5-bromQpyridiii-3-ynisoquinoline 
A solution of 3,5-dibromopyridine (284 mg, 1.2 mmol), Pd/dba)3 (110 mg, 0.12 
mmol) and tri-o-tolylphosphine (110 mg, 0.36 mmol) in DMF ( 15 mL) \yas treated with 
Example 27A (500 mg, 1.2 mmol) and triethylamine (500 pL, 3.6 mmol), purged with 
10 nitrogen, heated to 70 °C for 6 hours, cooled to room temperature, treated with ethyl acetate 
(100 mL), washed with brine, dried (MgSOJ, filtered, and concentrated. The residual oil was 
purified by flash column chromatography on silica gel with ethyl acetate to provide the 
desired product (1 10 mg, 32%). MS (APCI) m/e 285, 287 (M+H)\ 

Example 3 IB 

15 (lRVl-(lH-indol-3-ylmethvlV3-(5-isoquinQlin->6-vlpvridin-3-vnpropvlamine 

The desired product was prepared as the trifluoroacetate salt by substituting Example 
31A for Example 2 IB in Example 21 D then removing the Boc protecting group as described 
for Example 21E. MS (DCI/NH3) m/e 458 (MW; ^H NMR (CD3OD) 5 9.78 (s, IH), 8.97 
(d, J=l.l Hz, IH), 8.64 (d, J=6.4 Hz, IH), 8.61 (d, J=8.9 Hz, IH), 8.55 (s, IH), 8.53 (s, IH), 
20 8.47 (d, J=6.5 Hz, IH), 8.25 (dd, J-8.4, 1.7 Hz, IH), 8.23 (s, IH), 7.49 (d, J=7.9 Hz, IH), 7.30 
(d, J-8,2 Hz, IH), 7.22 (s, IH), 7.06 (td, J=7.1, 1.0 Hz, IH), 6.97 (td, J=7.1, 1.0 Hz, IH), 3.59 
(p, J=6.5 Hz, IH), 3.18 (dd, J=7.1, 3.4 Hz, 2H), 2.99 (m, 2H), 2.15 (m, 2H). 

Example 32 

5..(5-|[(2S)-2-amino-3-(lH4ndoI-3-ynpropvnoxv>pvridin-3-vlVlH-isoindole-L3(2H)-dione 
25 Example 32A 

tert-butvl f 1 S V2-( 1 H-indol-3-vn- 1 -( { r5-f trimethy lstannvnpvridin-3- 

ylloxy 1 methyQethylcarbamate 
A solution of Example 2A (1 g, 2.23 mmol) in DMA (15 mL) was treated with 
hexamethylditin (1.8 mL, 5.6 mmol) and Pd(PPh3)4 (0.4 g, 0.2 mmol), heated to 75 °C for 1.5 
30 days, added to water, and extracted three times with ethyl acetate. The combined extracts 

were concentrated and the residue was purified by flash column chromatography on silica gel 
with 1:1 hexanes/ethyl acetate to provide the desired product (0.4 g, 34 %). 

Example 32B 

tert-butvl ( 1 S)-2-( r5-( 1 ,3-dioxo-2,3-dihYdro- 1 H-isoindol-5-ynpvridin-3-ylloxy } -1 -( 1 H- 
35 indol-3-ylmethynethylcarbamate 

A solution of Example 32A (0.2 g, 0.31 mmol) and 6-bromophthalimide (0.084 g, 0.4 
mmol) in DMF (2 m'L) was treated with Fd^dbe^ (0.04 g, 0.02 mmol), tri-o-tolylphosphine 
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(0.02 g, 0.01 mmoi), and triethylamine (0.06 mL, 0.4 mmol). The reaction was heated to 75 
°C for 6 hours in a sealed tube and concentrated. The residue was purified by flash cohimn 
chromatography on silica gel with 1:1 hexanes/ethyl acetate to provide the desired product 
(0.116 g, 55%). 

5 Example 32C 

5,(5,{r(2S)-2-amino-3-(lH-indoi-3-vl)propyl1oxy}pvridin-3-vl)-lH-isoindole-l,3(^^ 

The desired product was prepared as the trifluoracetate salt by substituting Example 
32B for Example 27B in Example 27C. MS (ESI) m/e 413 (M+H)^ 'H NMR (DMSO-d^, 
300 MHz) 5 11.43 (s, IH), 11.02 (br s, IH), 8.67 (d, J-3 Hz, IH), 8.42 (d, J=6 Hz, IH), 8.14- 

10 8.18 tm, 4H), 7.92-7.96 (m, IH), 7.79-7.81 (m, IH), 7.61 (d, J=9 Hz, IH), 7.38 (d, J-9 Hz, 
IH), 7.30 (d, J=3 Hz, IH), 7.08-7.12 (m, IH), 6.98-7.03 (m, IH), 4.35-4.40 (m, IH), 4.17- 
4.22 (m, IH), 3.83-3.88 (m, IH), 3.13-3,17 (m, 2H). Anal. Calcd for Q4H2oN403-2.1TFA: C, 
51.96; H, 3.42; N, 8.59; F, 18.30. Found: C, 51.45; H, 3.46; N, 8.56; F, 17.47. 

Example 33 

15 5-(5-ir(2S)-2-amino-3-(lH-indol-3-vnpropyl1oxvipvridin-3-vnisoindolin-l-one 

Example 33A 
methyl 4-bromo-2-methylbenzoate 
A solution of 4-bromo-2-methyl benzoic acid (1.0 g, 4.7 mmol) in methanol (24 mL) 
was treated with 20 drops of HCl, heated at reflux for 6 hours, and concentrated to provide 
.20 the desired product (1.07 g, .100%). 

Example 33B 
methyl 4-bromo-2-(bromQmethvnbenzoate 
A solution of Example 33 A (1.02 g, 4.47 mmol) in CC\^ (22 mL) was treated with 
AIBN (0.065 g, 0.4 mmol) and NBS (0.955 g, 5.4 mmol), heated to reflux for 4 hours, 
25 washed with water, dried (N^SOJ, filtered, and concentrated to provide the desired product 
(1.1 g, 79%). 

Example 33C 
5-bromoi$oindolin-l-one 
A solution of Example 33B (1.1 g, 3.57 mmol) in THF (20 mL) at room temperature 
30 was treated with IN NH3 in methanol (7.14 mL, 7.14 mmol), stirred for 24 hours, and 
filtered. The filter cake was washed with diethyl ether (100 mL) to provide the desired 
product (0.4 g, 52%). 

Example 33D 

5-(5-(r(2S)-2-amino-3-(lH-indoi-3-vnpropvnoxv>pvridin-3-ylMsoindolin-l-one 
35 The desired product was prepared as the trifluoroacetate salt by substituitng Example 

33C for 6-bromophthalimide in Example 32. MS (ESI) m/e 399 (M+H)^;/H NMR (DMSO- 
' d,, 300 MHz) 5 1 1.03 (br s, IH), 8.63 (s, IH), 8.57 (s, IH), 8.35 (br s, 3H), 7.90 (s, IH), 7.78 
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(s, 2H), 7.67 (s, IH), 7.61 (d, J=8 Hz, IH), 7.37 (d, J-8 Hz, IH), 7.79 (d, J=2 Hz, IH), 7.03- 
7.10 (m, IH), 6.96-7.01 (m, IH), 4.32-4.36 (m, IH), 4.17-4.22 (m, IH), 3.80-3.83 (m, IH), 
3.18 (d, J=8 Hz, 2H), 2.50 (s, 2H). 

Example 34 

5 ( 1 S)-2-r(5-cinnolin-6-ylpvridin-3 -vOoxyM 1 H-indol-3-vlmethvnethylamine 

Example 34A 
N-(2-acety Ipheny Qacetam ide 
A solution of 2'-aminoacetophenone (5.0 g, 37 mmol) in dichloromethane (150 mL) at 
room temperature was treated with triethylamine (5.3 mL, 40 mmol) and acetyl chloride (3.2 
10 mL, 45 mmol), stirred for 3 hours, then washed with water. The aqueous layer was extracted 
with ethyl acetate (2 x 20 mL) and the combined extracts were concentrated to provide the 
desired product (6.5 g, 100%). 

Example 34B 
N-(2-acetyl-4"bromophenyl)acetamide 
15 A solution Example 34A (6.5 g, 37 mmol) in acetic acid (lOOmL) at room 

temperature was treated with Br2 (4 mL, 84 mmol), stirred for 1 hour and 15 minutes, poured 
into water (200 mL), and filtered. The solid was washed with water (2 x 100 mL), and 
hexanes (2 x lOOmL), dissolved in diethyl ether, washed with brine (50 mL), and 
concentrated to provide the desired product (8.5 g, 89 %). 
20 Example 34C 

6-bromocinnolin-4( 1 H)-one 
A solution of Example 34B (6.28 g, 24.4 mmol) in THF (75 mL) was treated with 
concentrated HCl (aq,) (15 mL) and water (15 mL), heated to reflux for 1 hour, and 
concentrated to remove the THF. The aqueous solution was treated with additional water 
25 (5mL) and concentrated HCl (5 mL), cooled to 0 °C, treated with a solution of NaNOj (1 .85 
g, 26.84 mmol) in water (10 mL) in 5 portions, warmed to room temperature gradually over a 
2-hour period, and stirred overnight at room temperature. The reaction was heated to reflux 
for 6 hours, and filtered. The solid was washed with water (50 mL) and diethyl ether (50 mL) 
and dried under vacuum to provide the desired product (3.0 g, 54%). 
30 Example 34D 

6-bromo-4-chlQrocinnoline 
A solution of Example 34C (0.4 g, 1.8 mmol) in POCI3 (2.5 mL) was heated to 100 
°C for 2 hours, and poured slowly onto ice. The aqueous layer was cooled to 0 ""C and 
adjusted to pH 5-7 with 50% NaOH. The aqueous layer was extracted with ethyl acetate (2 x 
35 50 mL), and the combined organic layers were concentrated. The residue was purified by 
flash column chromatography on silica gel with 4:1 hexanes/ethyl acetate to provide the 
desired product (0.190 g, 43%). 
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Example 34E 
6-bromo-4"hydrazinocinnoline 
A solution of Example 34D (2.6 g, 10.6 mmol) in ethanol (70 mL) was treated with 
hydrazine monohydrate (3 mL, 90% solution), stirred at room temperature for 3 days, and 
5 filtered. The solid washed with water (50 mL) and diethyl ether (50 mL) and dried under 
vacuum to provide the desired product (2.5 g, 100%). 

Example 34F 
6-bromocinnoline 

A solution of Example 34E (3.5 g, 14 mmol) in water (50 mL) was heated to reflux, 
10 treated dropwise with a solution of CUSO4 (2.8 g, 17.5 mmol) in water (20 mL), refluxed for 
2 hours, cooled to room temperature, adjusted to pH 7 with saturated NaHCOj (aq), and 
extracted with ethyl acetate (2 x 25 mL). The combined extracts were concentrated and the 
residue was purified by flash column chromatography on silica gel with 1:1 hexanes/ethyl 
acetate to provide the desired product (0.7 g, 24%). 
15 Example 34G . 

(lS)"2-r(5-cinnolin-6-ylpyridin-3-yl)oxy1-l-(lH-indol-3-ylmethyl)ethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 
34F for 6-bromophthalimide in Example 32. MS (ESI) m/e 396 (M+H)"-; H NMR (DMSO 
d„ 300 MHz) 5 11.04 (s, IH), 9.43 (d, J=6 Hz, IH), 8.78 (d, J=2 Hz, IH), 8.60 (d, J=8 Hz, 
20 IH), 8.45-8.49 (m, 2H), 8.30-8.34 (m, IH), 8.26 (d, J=6 Hz, IH), 8.21-8.25 (m, 2H), 7.89 (t, 
J=2 Hz, IH), 7.63 (d, J=8 Hz, IH), 7.39 (d, J-8 Hz, IH), 7.31 (d, J=2 Hz, IH), 7.08-7.12 (m, 
IH), 7.01-7.04 (m, IH), 4.38^.42 (m, IH), 4.22-4.26 (m, IH), 3.83-3.88 (m, IH), 3.17-3.20 
(m, 2H). 

Example 35 

25 (lSV2-{r5-flH-indazol-5-ynpyridin-3-ynoxv}-l-(lH-indol-3-ylmethyl)ethylamine 

Example 35A 
5 -bromo-1 H-indazole 
A mixture of 5-bromo-2-fluorobenzaldehyde (10 g, 49.2 mmol) and 98% hydrazine 
(20 mL) was heated to reflux for 5 hours, poured over ice, and filtered. The solid was 
30 recrystallized from HjO/methanol to provide the desired product (3.7 g, 38%). 

Example 35B 

(lS)-2-{r5-(lH-indazol-5-yl)pyridin-3-yl1oxy>-l-(lH-indol-3-vlmethynethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 
35A for 6-bromophthalimide in Example 32. MS (ESI) m/e 384 (M+H)"-; ^H NMR (DMSO- 
35 dfi, 300 MHz) 5 13.22 (br s, IH), 1 1.04 (br s, IH), 8.62 (d, J=2 Hz, IH), 8.33 (d, J=3 Hz, IH), 
8.13-8.21 (m, 3H), 8.12 (s, IH), 7.67-7.72 (m, 3H), 7.64 (d, J=8 Hz, IH), 7.39 (d, J=8Hz, 
' IH), 7.30 (d, J-2 Hz, IH), 7.06-7.13 (m, IH), 6.98-7.04 (m, IH), 4.14-4,39 (m, 2H), 3.33- 
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3.38 (m, IH), 3.13-3.16 (m, 2H); Anal. Calcd for C23H2iN50.2TFA-H20: C, 51.52; H, 4.00; 
N, 11.13.Found:C, 51.80; 3,61; N, 11.03. 

Example 36 

5-(5-{r(2SV2-amino-3-(lH-indol-3-vl)propyl1oxv}pvridin-3-vlVl,3-dihvd^ 

The desired product was prepared as the trifluoroacetate salt by substituting 5- 
bromooxindole for 6-bromophthaIimide in Example 32. MS (APCI) m/e 39? (M+H)""; 
NMR (300 MHz, CD3OD) 5 8.59 (s, IH), 8.35 (s, IH), 7.92 (s, IH), 7.60 (d, J = 6.9 Hz, IH), 
7.58 (s, IH), 7.55 (d, J = 10.1 Hz, IH), 7.38 (d, J = 8.1 Hz, IH), 7.24 (s, IH), 7.13 (t, J = 7.6 
Hz, IH), 7.03 (d, J = 8.0 Hz, IH), 7.03 (t, J - 7.5 Hz, IH), 4.45 (dd, J - 10.5, 3.2 Hz, IH), 
4.31 (dd, J = 10.5, 5.8 Hz, IH), 4.01 (m, IH), 3.62 (s, 2H), 3.32 (m, IH), 3.29 (m, IH); Anal. 
Calcd for C24H22N402-2.5 TEA: C, 50.96; H, 3,61; N, 8.20. Found: C, 50.96; H, 3.62; N, 
8.12. 

Example 37 

(lS)-2-{r5-(2,l,3-benzoxadiazo]-5-yl)pyridin-3-ynoxy}-l-(lH-indol-3-ylmethyl)ethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting 5-chloro- 
2,1,3-benzoxadiazole for 6-bromophthalimide in Example 32. MS (APCI) m/e 386 (M+H)""; 
^H NMR (300 MHz, CD3OD) 5 8.64 (s, IH), 8.44 (s, IH), 8.18 (s, IH), 8.05 (d, J = 10.4 Hz, 
IH), 7.81 (d, J = 10.9 Hz, IH), 7.78 (s, IH), 7.59 (d, J = 6.7 Hz, IH), 7.37 (d, J = 7.1 Hz, IH), 
7.24 (s, IH), 7,12 (t, J = 8.1 Hz, IH), 7.03 (t, J = 6.9 Hz, IH), 4.44 (dd, J = 10.5, 3.1 Hz, IH), 
4.29 (dd, J = 10.6, 5.8 Hz, IH), 3.99 (m, IH), 3.32 (s, IH), 3.30 (s, lH)Anal. Calcd for 
C22H,,N502-2.45 TFA: C, 48.60; H, 3.25; N, 10.53. Found: C, 48.68; H, 3.48; N, 10.58. 

Example 38 

( 1 S)-2-( 1 H-indol-3-yl)- 1 r(5-thienor2,3-clpyridin-2-ylpyridln~3 -y Qoxylmethy 1 } ethy lam ine 

Example 38A 
2-(trimethylstannyl)thienor2,3-c1pyridine 
A solution of thieno[2,3-c]pyridine (J. Wikel, et al., J. Heterocycl. Chem., 1993, 30, 
289) (2.0 g, 14.8 mmol) in THF (50 mL) at -78 °C was treated with n-butyllithium (2.5 M 
solution in hexane, 7.1 mL, 17.8 mmol), warmed to 0°C, stirred for 15 minutes, cooled to — 
78 °C, treated slowly with trimethyltin chloride (3.54 g, 17.8 mmol) in THF (10 mL), 
warmed to room temperature for 2 hours, and partitioned between ethyl acetate and brine. 
The ethyl acetate solution was washed with water, and concentrated. The residue was 
purified by flash chromatography (10-35% ethyl acetate in hexane) to provide the desired 
product (3.15 g, 71%). MS (APCI) m/e 298 (M+H)*'. 

Example 38B 

( 1 S)-2-( 1 H-indol-3-yn- 1 - 1 r(5-thienor2,3-c1pyridin-2-ylpvridin-3-vnoxy1methyl} ethylamine 
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The desired product was prepared as the trifluoroacetate by substituting Example 38A 
for Example 27A in Examples 27B and 27C. MS (APCI) m/e 402 (M+H)"; 'H NMR (300 
MHz, CD3OD) 5 9.58 (s, IH), 8.78 (s, IH), 8.63 (d, J = 6.4 Hz, 1H),8.49 (s, IH), 8.36 (d, J = 
6.4 Hz, IH), 8.20 (s, IH), 7.86 (s, IH), 7.60 (d, J = 8.6 Hz, IH), 7.38 (d, J = 8.1 Hz, IH), 7.25 
(s, IH), 7.12 (t, J = 8.1 Hz, IH), 7.03 (t, J = 7.5 Hz, IH), 4.45 (dd, J = 10.6, 3.2 Hz, IH), 4.30 
(dd, J = 10.5, 5.7 Hz, IH), 4.02 (m, IH), 3.32 (s, IH), 3.30 (s, IH); Anal. Calcd for 
C23H2oN40S-3.6 TEA: C, 44.73; H, 2.93; N, 6.91. Found: C, 44.74; H, 2.91; N, 6.77. 

Example 39 

f3ZV5-(5-irf2SV2-amino-3-aH-indol-3-vl)propvl1oxv>pvridin- 3-vn-3-dH-pvrrol-2- 
vlmethylene)- 1 ,3-dihydro-2H-indol-2-one 
The desired product was prepared by as the trifluoroacetate salt substituting 5-bromo- 
3-(lH-pyrrol-2-yImethylene)-l,3-dihydro-indoI-2-one for 6-bromophthalimide (L. Sun, et al., 
J. Med. Chem., 1998, 41, 2588.) in Example 32. MS (APCI) m/e 476 (M+H)^;'H NMR (400 
MHz, DMSO-d,) 5 13.33 (br s, IH), 1 1.05 (s, IH), 1 1.04 (d, J = 6.5 Hz, IH), 8.64 (s, IH), 
8.34 (s, IH), 8.22 (br s, 2H), 8.09 (s, IH), 7.91 (s, IH), 7.74 (br s, IH), 7.62 (d, J = 7.7 Hz, 
IH), 7.51 (dd, J = 8.3 Hz, IH), 7.40 (s, IH), 7.38 (d, J = 8.3 Hz, IH), 7.30 ( d, J = 2.2 Hz, 
IH), 7.1 (dd, J = 7.9 Hz, IH), 7.01 (d, J = 7.7 Hz, IH), 7.00 (d, J = 8.0 Hz, IH), 6.85 (br s, 
IH), 6.39 (s, IH), 4.37 (dd, J = 12.00, 3.1 Hz, IH), 4.20 (dd,J = 8.00, 6.0 Hz, IH), 3.15- 
3.21 (m, IH); Anal. Calcd for C:i^:^-N,0:,-2.6TFA: C, 53.21; H, 3.60; N, 9.07. Found: C, 
53.36; H, 3.67; N, 8.92. 

Example 40 

6-(5-{r(2RV2-amino-3-aH-indol-3-vnprQpyl1oxv}pvridin-3-vn-1.3-benz othiazol-2(3H)-one 
The desired product was prepared by substituting 6-bromo-2-benzothiazolinone for 6- 
bromophthalimide in Example 32. MS (APCI) m/e 417 (M+H)*; "H NMR (300 MHz, 
CD3OD) 5 8.52 (s, IH), 8.31 (d, J = 2.4 Hz, IH), 7.77 (d, J= 1.7 Hz, IH), 7.71 (t, J = 1.7 Hz, 
IH), 7.59 (d, J = 7.8 Hz, IH), 7.56 (dd, J = 6.0, 1.7 Hz, IH), 7.39 (d, J = 8.2 Hz, IH), 7.25 (d, 
J = 8.2 Hz, IH), 7.23 (s, IH), 7.14 (t, J = 7.2 Hz, IH), 7.03 (t, J = 7.2 Hz, IH), 4.41 (dd, J = 
12.0, 3.4 Hz, IH), 4.26 (dd, J = 9.0, 5.7 Hz, IH), 3.97 - 4.02 (m, IH); Anal. Calcd for 
C23H2oN402-1.9 TFA: C, 50.84; H, 3.49; N, 8.85. Found: C, 51.22; H, 3.67; N, 8.49. 

Example 41 

2-(lH-indol-3-yl)-2-(5-isoquinolin-6-ylpyridin-3-vl)ethanamine 

Example 41 A 
tert-butyl 3-( cyanomethy 1)- IH-indole- 1 -carboxylate 
A solution of 3-cyanomethylindoIe (7.50 g, 48 mmol), di-tert-butyl dicarbonate (1 1.5 
g, 52.8 mmol), and DMAP (300 mg) in dichlororaethane (200 mL) was stirred at room 
temperature overnight. The mixture was concentrated and the residue was purified by flash 
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column chromatography on silica gel with dichloromethane to provide the desired product 
(1 1.44 g, 93%). MS (DCI/NH3) m/e 257 (M+H/. 

Example 4 IB 

tert-butvl 3-r(5-bromopvridin-3-vn(cyano)methylMH->indole-l-carboxvlate 
A solution of Example 41 A (5.46 g, 21.3 mmol) and 3,5-dibromopyridine (5.03 g, 
21.3 mmol) in DMF (25 mL) at room temperature was treated with NaH (60% in mineral oil, 
1.08 g, 25.6 mmol) in several portions. The reaction was stirred at room temperature for 20 
minutes, heated to 60 °C for 2 hours, and poured into water. The aqueous layer was extracted 
with diethyl ether and the combined extracts were washed with water, dried (MgSOJ, 
filtered, and concentrated. The residue was purified by flash column chromatography on 
silica gel with ethyl acetate/hexanes (1:7) to provide the desired product (336 mg, 4%). MS 
(DCI/NH3) m/e 413 (M+H)". 

Example 41C 

tert-butyl 3-rcyano(5-isoquinolin-6-vlpvridin-3-Ynmethyl1-lH-indole-l -carboxvlate 
The desired product was prepared by substituting Example 41B for Example 2A in 
Example 27B. MS (DCI/NH3) m/e 461 (M+H)"". 

Example 41 D 

2-flH-indol-3-yn-2-(5-isoquinolin-6-vlpvridin-3-vl')ethanamine 
A mbcture of Example 41C (159 mg, 0.345 mmol), RaNi 2800 (525 mg), ammonia (2 
mL), and triethylamine (2 mL) in methanol (20 mL) was stirred under hydrogen (60 psi) at 
room temperature for 73 hours and concentrated. The residue was triturated with ethyl 
acetate and methanol. The resulting solid was dissolved in trifluoroacetic acid (1 mL), stirred 
for 5 minutes at room temperature, and concentrated. The residue was purified by HPLC on 
a C18 column with 0-100% CH3CN/H2O/O.I % TFA to provide the desired product as the 
trifluoroacetate salt (64 mg, 26%). MS (DCI/NH3) m/e 365 (M+Hf; NMR (CD3OD) 5 
9.30 (s, IH), 9.12 (br s, IH), 8.87 (br s, IH), 8.68 (s, IH), 8.64 (m, 3H), 8.51 (d, J=6.6 Hz, 
IH), 8.35 (dd, J=1.6, 8.4 Hz, IH), 7.52 (d, J=8.1 Hz, IH), 7.50 (s, IH), 7.42 (d, J=8.4 Hz, 
IH), 7.15 (m, IH), 7.03 (m, IH), 4.95 (t, J=7.8 Hz, IH), 3.91 (m, 2H). 

Example 42 

2-(lH-indol-3-yn-3-(5-isoquinolin--6-ylpyridin-3~ynpropan-l-amine 

Example 42A 

(2Z)-3-(5-bromopyridin-3-ylV2-(lH-indQl-3-yl)acrylonitrile 
A solution of 3-cyanomethyImdole (156 mg, 1.0 mmol) in anhydrous ethanol (L5 
mL) at room temperature was treated with 21% sodium e^hoxide in ethanol (450 |iL), stirred 
for 1 hour, treated with 3-bromopyridine-5-carboxaldehyde (J. Heterocycl. Chem., 1995, 32, 
1801.) (187 mg, 1.0 mmol), stirred overnight, and concentrated. The readue was purified by 
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flash column chromatography on silica gel with 2% methanol/dichloromethane to provide the 
desired product (52 mg, 16%). MS (DCI/NH3) m/e 325 (M+H)^ 

Example 42B 

2-(lH-indol-3-vlV3-(5-isoquinolin-6-ylpvridin"3-Ynpropan-I-amine 
5 The desired product was prepared as the trifluoroacetate salt by substituting Example 

42A for Example 41B in Examples 41C and 41D. MS (DCI/NH3) m/e 379 (M+H)^;'H NMR 
(CD3OD) 5 9.70 (s, IH), 8.88 (s, IH), 8.61 (d, J=6.6 Hz,lH), 8.47 (m, 2H), 8.86 (d, J=6.6 
Hz, IH), 8.03 (s, IH), 7.86 (s, IH), 7.83 (dd, J=1.6, 8.4 Hz, IH), 7.54 (d, J=7.8 Hz, IH), 7.45 
(d, J=8.1 Hz, IH), 7.21 (s, IH), 7.17 (m, IH), 7.04 (m', IH), 8.82 (m IH), 3.61 (m, 2H), 3,36 
10 (dd, J=4.1, 13.4 Hz, IH), 3.30 (m, IH). 

Example 43 

flS)-2-flH-indol-3-vlVl-(r(6-pvridin-4-ylquinolin"3"Vnoxv1methvUethylamine 

Example 43A 
6-brQmQ"3 -hydroxy quino 1 ine-4'Carboxy 1 ic acid 
15 A solution of 5-bromoisatin (2.26 g, 10 mmol) and potassium hydroxide (4.48 g, 80 

mmol) in water (10 mL) was warmed until the materials were dissolved then cooled to room 
temperature, treated with bromopyruvic acid (2.3 g, 14 mmol), stirred for 6 days, adjusted to 
pH <7 with concentrated HCl, and filtered. The solid was washed with water and ethanol and 
dried to provide the desired product (1.5 g, 58%). MS (DCI/NH3) m/e 269 (MW- 
20 Example 43B 

6-bromo3"hydroxyquinoline 
A solution of Example 43A (1,5 g, 5.6 mmol) in nitrobenzene (10 mL) was refluxed 
for 5 minutes, filtered, cooled to room temperature and filtered again. The solid was washed 
with hexanes and dried to provide the desired product (0.68g, 55%). MS (DCI/NH^ m/e 225 

25 (M+ny. 

Example 43 C 

tert-butYl(lS)-2-rf6-bromoquinolin-3-ynoxy1-l-(lH-indol-3-ylme thvnethylcarbamate 
The desired product was prepared by substituting Example 43B for 3-bromo-5- 
hydroxypyridine in Example 2 A. Purification by flash column chromatography on silica gel 
30 with 100% ethyl acetate provided the desired product (0.89 g, 72%). MS (DCI/NH3) m/e 497 
(M+H)^ 

Example 43 D 

tert-butyl (lS)-2-(lH-indol-3-vl)-l-(r(6-pyridin-4-ylquinQlin-3- 
vDoxylmethyU ethylcarbamate 
35 A mixture of Example 43C (0.33 g, 0.67 mmol), pyridine'4-boronic acid (0.13 g, 0.99 

mmol), cesium floride (0.2 g, 1.34 mmol) and tetrakistriphenylphosphine palladium (0.038 g, 
0.034 mmol) in DMF (10 mL) was stirred at 100°C for 8 hours, treated with ethyl acetate (10 
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mL), washed with brine, dried (MgSOJ, filtered, and concentrated. The concentrate was 
purified by flash column chromatography on silica gel with 10% methanol/dichloromethane 
to provide the desired product (0.25g, 76%). MS (DCI/NH3) m/e 495 (M+Uf. 

Example 43E 

nSV2-(lH-indol-3-vn-l-{r("6-pvridin-4-ylquinolin-3-vnoxy1me thvl>ethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 
43D for Example 27B in Example 27C. MS (DCI/NH.) m/e 395 (M+H)*; 'H NMR (DMSO- 
d,) 5 10.89 (s, IH), 8.74 (d, J=3.0 Hz, IH), 8.71 (d, J=5.0 Hz, 2H), 8.25 (s, IH), 8.07 (d, 
J=9.0 Hz, IH), 7.99 (d, J=9.0 Hz, IH), 7.83 (d, J=5.0 Hz, 2H), 7.72 (d, J= 3.0 Hz, IH). 7.58 
(d; J=7.5 Hz, IH), 7.35 (d, J=8.4 Hz, IH), 7.23 (s, IH), 7.06 (t, J=7.5 Hz, IH), 6.95 (t, J=8.4 
Hz, IH), 4.05 (m, 2H), 3.53 (m. IH), 3.01 (dd, J=6.3, 14.9 Hz, IH), 2.87 (dd, J=6.9, 14.9 Hz, 
IH). 

Example 44 

(3ZV3-r(2SV2-amino-3-( lH-indol-3-yl)propylidene1-5-isoQuinolin-6-yl - 1 .3-dihydro-2H- 

pyrrolor2,3-b1pyridin-2-one 
Example 44A 

tert-butvlflS.2Z)-2-(5-bromo-2-oxo-1.2-dihydro-3H-pyrrolor2.3-b1pyridin -3-vlidene)-l- 

(lH-indol-3-ylmethyl)ethylcarbamate 
A mixture of 5-bromo-7-aza-oxindole (D. Mazeas, et al., Heterocycles 1999, 50, 
1065.) (213 mg, 1.0 mmol), L-BOC-tryptophanal (290 mg, 1.0 mmol) and piperidine (40 nL) 
in ethanol was refluxed for 2.5 hours and concentrated. The residue was triturated with 
dichloromethane (1 mL) and hexane (6 mL) and dried to provide the desired product (512 
mg). MS (DCI/NH-) m/e 483, 485 (M+H)^. 

Example 44B 

(3Z)-3-r(2S)-2-amino-3-(lH-indol-3-yl)propylidene1-5-isoquinolin-6-yl-1 .3-dihydro-2H- 

pyrrolor2,3-b1pyridin-2-one 
The desired product was prepared by substituting Example 44A (260 mg) for 
Example 2A in Example 27. MS (DCI/NH3) m/e 432 (MW;'HNMR (CD3OD) 5 9.57 (s, 
IH), 8.64 (d, J = 2.5 Hz, IH), 8.52 (d, J = 7.6 Hz, IH), 8.26 (s, IH), 8.24 (s, IH), 8.08 (d, J = 
6.4 Hz, IH), 7.64 (s, IH), 7.60 (dd, J = 8.7, 1.7 Hz, IH), 7.55 (d, J = 6.6 Hz, IH), 7.54 (d, J = 
7.1 Hz, IH), 7.33 (dd, J = 7.0, 1.1 Hz, IH), 7.29 (dd, J = 3.3, 1.3 Hz, IH), 7.26 (dd, J = 7.U.0 
Hz, IH), 6.26 (d, J = 2.2 Hz. IH), 4.20 (s, IH), 3.94 (d, J = 6.8 Hz, IH), 3.61 (s, IH), 2.78 (d. J 
= 14.7 Hz, IH), 2.68 (dd. J = 16.3, 6.9 Hz, IH). New Examples 

Following the procedures described in Example 1, using the appropriate alcohols, the 
following compounds were made. 
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Example 45 
3-Butoxvl-5-r2-(4-pvridinynvinvnpvridine 
MS (DCI/NH3) m/e 255 (M+1). 'HNMR (DMSO-d6): SS.58 (d; J=6.0 Hz, IH), 8.39 (s; IH), 
8.22 (s; IH), 7.70 (s; IH), 7.56 (d; J=6.0 Hz, IH), 7.56 (d, J=16.5 Hz, IH), 7.45 (d; J=16.5 
5 Hz, 2H), 4. 1 2 (t; J=8.6 Hz, 3H), 1 .74 (m; 2H), 1 .47 (m; 2H), 0.96 (t;7=8.6 Hz, 2H). 

Example 46 
3-Methoxyl-5-r2-(4-pyridinvnvinvl1PVridine 
10 MS (DCI/NH3) m/e 213 (M+1). 'H NMR (DMSO-d6): Sppm 8.58 (m, 2 H), 8.41 (d, J=l .7 
Hz, 1 H), 8.24 (d, J^2.7 Hz, 1 H), 7.71 (ra, 1 H) 7.57 (m, 3 H), 7.47 (d,J=16.5 Hz. IH), 3.89 
(s, 3 H). 

15 Example 47 

.y-3-r2-Amino-3-phenvl-propvloxvl1-5-r2-(4-pyridinyl')vinvl1pv ridine hydrochloride 
MS (DCI/NH3) ra/e 332 (M+1). 'H NMR (DMSO-d6): <58.58 (d; J=6.0 Hz, 2H). 8.40 (s; IH), 
8.25 (s; IH), 7.69 (s; IH), 7.56 (d;J=6.0 Hz, IH), 7.56 (d; J=16.5 Hz, IH), 7.43 (d;J=16.5 
Hz, IH), 7.26 (m; 5H), 3.94 (m; 2H), 3.28 (m; IH), 2.87 (dd;y=6.0 Hz and 13.5 Hz, IH), 2.65 

20 (dd; J=9 Hz, 13.5 Hz, IH). 

Example 48 

3-r2-di/-3-Indolyl)-ethoxyl1-5-r2-(4-pyridinyl')vinynpyr idine hydrochloride 
MS (DCI/NH3): m/z 342 (M+1). IH NMR (DMSO-d6): J 10.39 (br s, IH), 8.60 (d, J=6.6 Hz, 
25 2H), 8.38 (d, J=2.5 Hz, IH), 8.25 (d, J=3.3 Hz, IH), 7.72 (dd,J=2.5, 3.3 Hz, IH), 7.62 (d, 
J=8.5 Hz, IH), 7.55 (d, J=17.4 Hz, IH), 7.36 (d,J=8.1 Hz, IH), 7.54 (d,y=6.6 Hz, 2H), 7.28 
(d, ^3.3 Hz, IH), 4.36 (t,J=7.5 Hz. 2H), 3.11 (t./=3.1 1 Hz, 2H). 

30 Example 49 

. 3-r2-(l//-3-IndolylVpropyloxyl1-5-r2-f4-pyridinynyinyl1pyridine 

MS (DCimHj): m/z 356 (M+1). IH NMR (DMSO-d6): S 10.79 (br s, IH), 8.57 (m, 2H), 

8.39 (d, /=1.7 Hz, IH), 8.25 (d,J=3.1 Hz, IH), 7.69 (t, 7=2.0 Hz, IH), 7.56 (m, 2H), 7.55 (d. 

J=16.6 Hz. IH), 7.52 (m, IH), 7.43 (d, J=16.6 Hz, IH). 7.33 (d, 7=8.1 Hz, IH), 7.15 (d, 7=2.4 
35 Hz, IH), 7.06 (m, IH), 6.96 (m, IH), 4.16 (t, 7=6.5 Hz, 2H), 2.89 (t/=8.1 Hz. 2H), 2.14 (m, 

2H). 
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Example 50 

.?-3-r2-Amino-3-(4-benzvloxvlphenyl)-propvloxvl1-5-r2-f4 -pYridinvnvinvl1pvridine 

hydrochloride 

MS (DCI/NH3): m/z 438 (M+1). IH NMR (DMSO-d6): ^10.04 (br s, 3H), 8.86 (4^=7.5 Hz, 
2H), 8.54 (s, IH), 8.39 (d, J=3.3 Hz, IH), 8.13 (d, J=7.5 Hz, 2H), 7.98 (d. J=17.4 Hz, IH), 
7.88 (m, IH), 7.73 (d, J=17.4 Hz, IH), 7.39 (m, 5 H), 7.24 (d, J=9.0 Hz, 2H), 6.99 (d, J=9.0 
Hz, 2H), 4.28 (dd,y=3.9, 11.5 Hz, IH), 5.07 (s, 2H), 4.12 (dd, J=6.5, 11.5 Hz, IH), 3.29 (m, 
IH), 3.05 (m, 2H). 

Example 5 1 

3-(Piperidin-4-vn-5-r2-(4-pyridinyl)vinynpyridine 
MS (DCI/NH3): m/z 282 (M+1). 'H NMR (DMSO-d6): 58.55 (m, 2H), 8.34 (d, J=l.7 Hz, 
IH), 8.18 (d, J=2.7 Hz, IH), 7.72 (m, IH), 7.62 (m, 2H). 7.52 (d,/=16.3 Hz, IH), 7.35 (d, 
7=16.3 Hz, IH), 4.66 (m, IH), 3.10 (m, 2H), 2.78 (m, 2H), 2.06 (m, 2H), 1.70 (m, 2H). 



Example 52 

■R-3-{2-Amino-3-benzvloxypropyloxyl>-5-r2-(4-pyridinynvinyl1pyri dine hydrochloride 
MS (DCI/NH3): m/z 362 (M+1). 'H NMR (CD3CD): S8.84 (m, 2H), 8.81 (m, IH), 8.58 (m, 
IH), 8.53 (m, IH), 8.32 (m, 2H), 7.98 (d, J=16.3 Hz, IH), 7.87 (d, J=16.3 Hz, IH), 7.35 (m, 
5H), 4.66 (s, 2H), 3.95 (m, 2H), 3.85 (m, IH). 

Example 53 

3-fl-Methvl-imidazole-4-methoxyn-5-r2-(4-pvridlnyl)vinyl1pyridine 
MS (DCI/NH3): m/z 393 (M+1). 'H NMR (CD3OD): J8.52 (m, 2H), 8.39 (d, J=1.6 Hz, IH), 
8.27 (d, J=2.5 Hz, IH), 7.84 (m, IH), 7.69 (s, IH), 7.62 (m, 2H), 7.53 (d, J=16.5 Hz, IH), 7.88 
(d, J=16.5 Hz, IH), 7.15 (s, IH), 5.29 (s, 2H), 3.78 (s, 3H). 

Example 54 

.S'-3-(2-Amino-3-r3-hydroxvlphenyl1-propyloxyU-5-r2-(4-pvridinvDvinynpyridine 

trifluoroacetic acid salt 
MS (DCI/NH3): m/z 348 (M+1). 'H NMR (DMSO-d6): <58.84 (d, j=6.8 Hz, 2H), 8.54 (m, 
IH), 8.37 (d, J=2.7 Hz, IH), 8.06 (d, J=6.8 Hz, 2H), 7.91 (m, J=16:6 Hz, IH), 7.62 (d, J=16.6 
Hz, IH), 7.09 (d, J=8.5 Hz, 2H), 6.73 (d, J=8.5 Hz, 2H), 4.22 (dd, J=3.1, 10.5 Hz, IH), 4.06 
(dd, J=5.4, 10.5 Hz, IH), 3.77 (m, IH), 2.93 ^, 2H). 
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Example 55 

5'-3-{2-Amino-3-r3-cvanophenvn-propvloxvl>-5-r2-(4-pvridinvnvinv llpvridine 

hydrochloride salt 

MS (DCI/NH3): m/z 357 (M+1). 'H NMR (DMSO-d6): <58.92 (d, j=6.4 Hz, 2H), 8.66 (s, IH), 
8.49 (d, J=1.8 Hz, IH), 8.21 (d, J=6.4 Hz, 2H), 8.13 (s, IH), 8.06 (d, J=16.5 Hz, IH), 7.90 (d, 
J=16.5 Hz, IH), 7.83 (d, J=8.2 Hz, 2H), 7.59 (d, J=8.2 Hz, 2H), 4.40 (dd, J=3.4, 10.7 Hz, IH), 
4.24 (dd, J=5.8, 10.7 Hz, IH), 3.91 (m, IH), 3.29 (dd, J=6.1, 13.7 Hz, IH), 3.16 (dd, J=8.5, 
13.7 Hz, IH). 



Example 56 

3-ri-(4-Cvanobenzvn-imidazole-4-methoxvn-5-r2-(4-pvridinvnvinvnpvridine 
MS (DCI/NH3): m/z 394 (M+1). 'HNMR (CD3OD) J 8.5 1 (d; J=6.1 Hz, 2H), 8.33 (d, J=1.5 
Hz, IH), 7.94 (d, J=2.5 Hz, IH), 7.93 (s, IH), 7.67 (d, J=8.2 Hz, 2H), 7.62 (d, J=6.1 Hz, 2H), 
7.48 (m, IH), 7.47 (d, J=16.5 Hz, IH), 7.30 (d, J=16.5 Hz, IH), 7.27 (s, IH), 7.25 (d, J=8.2 
Hz, 2H), 5.47 (s, 2H), 5.26 (s, 2H). 



Example 57 

■S'-3-r2-Amino-3-(l-methvi-lij-3-indolvn-propvloxvn-5-r2-f4-pvridinvl')v inYnpvridine 

hydrochloride salt 

MS (DCI/NH3): m/z 385 (M+1). 'HNMR (CD3OD) ^8.87 (d; 7=6.8 Hz, 2H), 8.55 (s, IH), 
8.41 (d, J=2.7 Hz, IH), 8.13 (d, J=6.8 Hz, 2H), 7.96 (d, J=6.8 Hz, 2H), 7.96 (d, J=16.6 Hz, 
IH), 7.86 (m, IH), 7.71 (d, J=16.6 Hz, IH), 7.65 (d, J=8.1 Hz, IH), 7.42 (d, J=8.1 Hz, IH), 
7.29 (s, IH), 7.17 (m, 1H),'7.04 (m, IH). 4.84 (dd, J=3.4, 10.5 Hz,l H), 4.21 (dd, J=5.8, 10.5 
Hz, IH), 3.90 (m, IH), 3.19 (m, 2H), 3.17 (s, 3H). 

Example 58 

6'-3-r2-Dimethylamino-3-(l//-3-indolyn-propyloxyn-5-r2-(4-pyridinyl)v invl1pyridine 

hydrochloride salt 

MS (DCI/NH3): m/z 399 (M+1). 'HNMR (DMSad6) (d; ^6.6 Hz, 2H), 8.58 (s, IH), 

8.45 (s, IH), 8.16 (d, J=6.6 Hz, 2H), 7.96 (d, J=16.5 Hz, IH), 7.95 (s, IH), 7.76 (d, J=16.5 Hz, 
IH), 7.74 (d, J=7.8 Hz, IH). 7.35 (d, J=8.1 Hz, IH), 7.29 (d, J=2.2 Hz, IH). 7.07 (m, IH), 6.97 
(m, IH), 4.54 (dd, J=1.6, 11.9 HZ), 4.35 (dd, J=5.0, 1 1.9 Hz, IH), 3.95 (m, IH), 3.51 (dd, 
J=3.1, 13.7 Hz, IH), 3.29 (dd. J=11.5, 13.7 Hz, IH), 2.96 (s, 6H). 
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Example 59 

■S'-3-r2-Amino-3-n-naphthvn-propvloxvl1-5-r2-(4-pvridinvnvinvnpvridine hydrochloride salt 
MS (DCI/NH3): m/z 382 (M+1). 'HNMR (DMSad6) J 8.66 (d; J=6.1 Hz, 2H), 8.48 (d, 
5 J=1.4 Hz, IH), 8.32 (d, J=2.7 Hz, IH), 8.20 (m, IH), 7.98 (m, IH), 7.90 (m, IH), 7.69 (m, 
3H), 7.60 (m, 3H), 7.46 m, 3H), 4.25 (dd, J=2.7, 10.5 Hz, IH), 4.09 (dd, J=5.1, 10.5 Hz, IH), 
3.92 (m, IH), 3.53 (m, 2H). 



10 Example 60 

3-(2-Aminoethoxyl)-5-r2-(4-pvridinyl)vinvnpvridine hydrochcloride sah 
MS (DCI/NH3) m/e 242 (M+1). 'HNMR (CD3OD): <^8.88 (d, J=6.1 Hz, 2H), 8.59 (s, IH), 
8.43 (s, IH), 8.19 (d, J=6.1 Hz, 2H), 8.03 (d, J=16.3 Hz, IH), 8.01 (s, IH), 7.82 (d, J=16.3 Hz, 
IH), 4.42 (t, J=4.9 Hz, 2H), 3.28 (m, 2H). 

15 

Example 61 

3-(3-Aminopropyloxyl)-5-r2-(4-pyridinyl)vinyl1pyridine hydrochloride salt 
MS (DCI/NH3) m/e 256 (M+1). 'HNMR (DMS0-d6): SSM (d; J=6.4 Hz, 2H), 8.53 (d; 
20 J=1.4 Hz, IH), 8.40 (d, J=2.7 Hz, IH), 8.15 (d, J=6.4 Hz, 2H), 8.00 (d, J=16.6 Hz, IH), 7.93 
(m, IH), 7.78 (d, J=16.6 Hz, IH), 4.27 (t, J=6.1 Hz, 2H), 2.99 (m, 2H), 2.10 m(m, 2H). 

Example 62 

25 j'-3-(2-Amino3-methvlbutvloxyl)-5-r2-(4-pvridinvl)vinvnpv ridine hydrochloride salt 

MS (DCI/NH3) m/e 284 (M+1). 'H NMR (DMSO-d6): ^8.85 (d; J=6.5 Hz, 2H), 8.54 (d; 
J=1.4 Hz, IH), 8.40 (d, J=3.1 Hz, IH), 8.09 (d, J=6.5 Hz, 2H), 7.95 (d, J=16.3 Hz, IH), 7.90 
(m, IH), 7.71 (d, J=16.3 Hz, IH), 4.39 (m, IH), 4.24 (m, IH), 3.08 (m, IH), 2.10 (m, IH), 
1.06 (d, J=8.1 Hz, 3H), 1.03 (d, J=7.8 Hz,3H). 



Example 63 

3-(l-Methyl-3-piperidinvioxyl)-5-r2-(4-pyridinvl)vinvnpyridine trifluoroacetic acid salt 
MS (DCI/NH3) m/z 296 (M+H). 'H NMR (DMSad,,): 58.82 (d, 2H), 8.53 (s, IH), 8.41 (d, 
35 IH), 8.00 (t, 2H), 7.88 (dd, 2H), 7.59 (dd, 2H), 4.53 (dd, IH), 4.37 (dd, IH), 3.89 (bs, IH), 
3.64 (bs, IH), 3.24-3.13 (m, IH), 3.01 (s, 3H), 2.35-2.28 (m, IH), 2.13-2.07 (m, IH), 2.02- 
1.93 (m, IH), 1.90-1.83 (m, IH). 

-63- 



wo 03/051366 



PCT/US02/39915 



Example 64 

3-(2-Chlorobenzvl)-5-r2-(4-pvridinvl)vinvnpvridine trifluoroacetic acid salt 
MS (DCI/NH3) m/z 323 (M+H). 'H NMR (DMSadJ: J 8.84 (d, 2H), 8.53 (s, IH), 8.44 (d, 
IH), 8.07 (d, 2H), 7.96-7.92 (m, 2H), 7.70-7.67 (m, 2H), 7.57-7.55 (m. IH), 7.467.43 (m, 
2H), 5.33 (s, 2H). 

6 

Example 65 

3-(iV-Benzvl-iV-methvlaminoethoxvn-5-r2-( 4-pvridinvnvinvnDvridine t rifluoroacetic acid 

salt 

MS (DCI/NH3) m/z 346 (M+H). 'H NMR (DMSadJ: <^8.80 (d, 2H), 8.53 (s, IH), 8.37 (d, 
IH), 7.98 (d, 2H), 7.87 (d, IH), 7.81 (s, IH), 7.60 (d, IH), 7.58-7.47 (m, 5H), 4.58-4.50 (m, 
2H), 3.59-3.56 (m, 2H), 2.85 (s, 3H), 2.79 (t, 2H). 

Example 66 

3-(6-(JV^,iV-Dimathvlamiao')hexvloxvn-5-r2-(4-pvridinvnvinvnp vridine trifluoroacetic acid 

salt 

MS (DCI/NH3) m/z 326 (M+H). 'H NMR (DMSad,): J 8.82 (d, 2H), 8.49 (d, IH), 8.33 (d, 
IH), 8.04 (d, 2H), 7.89 (d, IH), 7.80 (t, IH), 7.66 (d, IH), 4.14 (t, 2H), 3.06-3.02 (m, 2H). 
2.78 (s, 3H), 2.77 (s, 3H), 1.82-1,76 (m, 2H), 1.68-1.62 (m, 2H), 1.514.45 (m, 2H), 1.40-1.34 
(m, 2H). 

Example 67 

3-(2-Thiophenoxvl-ethoxvI)-5-r2-(4-pvrtdinvnvinvnpvridine triflu oroacetic acid salt 
MS (DCI/NH3) m/z 335 (M+H). 'H NMR (DMSad^): 58.76 (d, 2H), 8.46 (s, IH), 8.27 (d, 
IH), 7.93 (d, IH), 7.80 (d, IH), 7.77-7.74 (m, 2H), 7.59 (d, IH), 7.43-742 (m, IH), 7.36-7.31 
(m, 3H), 7.24-7.16 (m. IH), 4.33 (t, 2H), 3.43 (t, 2H). 

Example 68 

3-(l-Methyl-3-pvrrolidinvloxvl)-5-r2-(4-pvridinvl)vinynpvridine trifluoroacetic acid salt • 
MS (DCI/NH3) m/z 282 (M+H). 'H NMR (DMSOdJ: 58.75 (d, 2H), 8.52 (s, IH), 8.31 (d, 
IH), 7.88 (d, 2H), 7.80-7.77 (m, 2H), 7.57 (d, IH), 5.36-5.30 (m, lH),.3.46-3.39 (m, IH), 
3.23-3.15 (m, IH), 2.97.2.95 (m, IH), 2.91 (s, 3H), 2.73-2.63 (m, IH), 2.36-2.25 (m, IH), 
2.17-2.09 (m, IH). 
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Example 69 

3- r(l-Methvl-2-piperidinvnmethoxvl1-5-r2-(4-pvridinvl)vinvl1pvridinet rifluoroaceticacid 

salt 

MS (DCI/NH3) m/z 310 (M+H). 'H NMR (DMSad^): 58.81 (d, 2H), 8-.54-8.53 (m, IH), 
8.40-8.38 (m, IH), 8.01-7.99 (m, 2H), 7.91-7.85 (m, 2H), 7.64-7.59 (m, IH), 4.55-4.52 (m, 
IH), 4.38-4.31 (m, IH), 3.71-3.62 (m, IH), 3.55-3.45 (m, IH), 3.35-3.23 (m, IH). 2.91 (s, 
3H), 2.88 (dt, IH), 2.10-1.52 (m, 5H). 

Example 70 

3-(l-Pvridinvl-ethoxyl)-5-r2-(4-pvridinvl)vinyl1pvridine trifluoroacetic acid salt 
MS (DCI/NH3) m/z 304 (M+H). 'H NMR (DMSadg) 5 8.81 (d, 2H), 8.73 (d, 2H), 8.48 (s, 
IH), 8.34 (d, IH), 8.01 (d, IH), 7.85-7.81 (m, 2H), 7.74 (d, 2H), 7.57 (d, IH), 5.89 (q, IH), 
1.65 (d,3H). 

Example 71 

4-l5-r(25^-2-Amino-3-(17j'-indol-3-yn-propoxv1-pvridin-3-vn-iV-hvdroxv l-benzamidine 

trifluoroacetic acid salt 

Example 71 A 

4- ( 5 -r(2.S^-2-BOCamino-3-f li/-indol-3-vn-propoxvl-Pvridin-3-vl> -jV-hvdro xvl-benzamidine 
To a solution of Example 22 (200 mg, 0.43 mmol) in toluene (7.0 ml) andmethanol (0.5 ml) 
were added hydroxylamine hydrochloride (33 mg, 0.48 mmol) and potassium tertbutoxide 
(54 mg, 0.48 mmol) and the mixture was stirred for 8 h at room temperature under a nitrogen 
atmosphere. Another portion of hydroxylamine hydrochloride (33 mg, 0.48 mmol) and 
potassium tert-butoxide (54 mg, 0.48 mmol) was added and the mixture was heated to 80 °C 
for 16 h. The mixture was concentrated and purified by column chromatography on silica gel 
using dichloromethane/methanol (15:1) as solvent system. Obtained were 130 mg (61 %) of 
the product as a white powder. 

MS (DCI/NH3) m/z 487 (M-OH+2H). 

Example 7 IB. 
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4-{5-r(2^-2-Amino-3-ajy-indol-3-ylVpropoxy1-pvridin-3-vU 

trifluoroacetic acid salt 

The desired product was prepared by substituting Example 71 A for Example 22 A in example 
22B. MS (DCI/NH3) m/z 369 (M-NHOH). NMR (DMSO-d^) 5 1 1.02 (s, IH), 8.63 (d, 
IH), 8.40 (d, IH), 8.23 (bs, 2H), 8.01-7.91 (m, 2HX 7.85-7.79 (m, 2H), 7.71 (t, IH), 762 (d, 
IH), 7.38 (d, IH), 7.29 (d, IH), 7.10 (t, IH), 7.01 (q, IH), 4.35 (dd, IH), 4.19 (dd, IH), 3.85- 
3.82 (m, lH),3.16(m,2H). 



Example 72 

4-(5-r(2>S^-2-Amino-3-(li/-indol-3-ylVpropoxyl-pyridin-3-yn-benzamidine trifluoroacetic 

acid salt 



Example 72 A 

4-(5-r(25^-2-BQC-amino-3-(l//-indol-3-yn-propoxy1-:pyridin-3-yU-benzamidine 
To a solution of the product of Example 71 (1 10 mg, 0.22 mmol) in glacial acetic acid (5.0 
ml) was added acetic anhydride (0.15 ml, 1.6 mmol) and the mixture was stirred for 2 h at 
ambient temperature. The acetic anhydride was hydrolyzed by addition of water (0,1 ml), 10 
% palladium on charcoal (25 mg) was added and the mixture was stirred vigorously un(fer a 
hydrogen atmosphere (1 atm.) for 4 h. The mixture was filtered through a pad of 
diatomaceous earth (Celite®) and the filtercake was washed with acetic acid. The combined 
filtrates were evaporated in high vacuum and the residue was triturated with ethyl acetate to 
give 80 mg (39 %) of the product as a beige powder. 

MS (DCLWH3) m/z 486 (M+H). 'H NMR (DMSad^): S 10.93 (s, IH), 8.56 (s, IH), 8.32 (d, 
IH), 7.93-7.88 (m, 4H), 7.66 (s, IH), 7.57 (d, IH), 7.34 (d, IH), 7.17 (s, IH), 7.07-7.05 (m, 
2H), 6.96 (t, IH), 4.17-4.11 (m, 2H), 4.09-4.05 (m, IH), 3.00 (dd,. IH), 2.92 (dd, IH), 1.36 (s, 
9H). 

Example 72B 

4-(5-r(2>y)-2-Amino-3-(ljj-indol-3-yn-propoxy1-pyridin-3-yU-benzamidine triflu oroacetic 

acid salt 

The desired product was prepared by substiUiting Example 72A for Example 22A in Example 
22B. MS (DCI/NH3) m/z 386 (M+H). ^H NMR (DMSO-dg): ^ 1 1.03 (s, IH), 9.38 (s, 2H), 
9.24 (s, 2H), 8,65 (d, IH), 8.42 (d, IH), 8.25 (bs, 2H), 8.00-7.94 (m, 4H), 7.74 (t, IH), 7.62 (d, 
IH), 7.38 (d, IH), 7.29 (d, IH), 7.10 (t, IH), 7.01 (t, IH), 4.36 (dd, IH), 4.20 (dd, IH), 3.90- 
3.82 (m, lH),3.17(m,2H). 
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Example 73 

3-r(26^-2-Amino-3-(m-3-indolvn-propvloxvn-6-(3 -pvridinvn-quinoline 
The desired product was prepared by substituting pyridine-3-boronic acid for pyridine-4- 
5 boronic acid in Example 43. MS (DCI/NI^) m/e 395 (M+1). 'H NMR (DMS0-d6): 5 10.89 
(s; IH), 9.02 (s; IH), 8.72 (d; J=3.0 Hz, IH), 8.62 (d;J=5.0 Hz, IH), 8.20 (d; >=7.5 Hz, IH), 
8.15 (s; IH), 8.06 (d; 7=9.0 Hz, IH), 7.95 (d;J=9.0 Hz, IH), 7.70 (S; IH), 7.59 (d; J=6.0 Hz, 
. IH), 7.57 (m; IH), 7.35 (d; ^8.4 Hz, IH), 7.22 (s; IH), 7.06 (t; ^7.5 Hz, IH), 6.95 (t; J=7.5 
Hz, IH), 4.05 (m; 2H), 3,53 (m; IH), 3.01 (dd;J=6.3, 14.9 Hz, IH), 2.87 (dd; ^6.9, 14.9 
10 Hz. IH) 

Example 74 

3-r('2.y)-2-Amino-3-(li^-3-indolvl')-propvloxvl1-6-r3-quinoli nvn-quinoline 
15 The desired product was prepared by substituting quinoIine-3-boronic acid for pyridine-4- 
boronic acid in Example 43. MS (DCI/NI^) m/e 445 (M+1). 'H NMR (DMSO-d6): 50.89 
(s; IH), 9.49 (s; IH), 8.80 (s; IH), 8.74 (s; IH), 8.31 (s; IH), 8.10 (m; 4H), 7.82 (t;/=6.6 Hz, 
IH), 7.73 (s; IH), 7.69 (t; J=6.6 Hz, IH), 7.49 (d; J=8.4 Hz, IH), 7.35 (d;J=8.4 Hz, IH), 7.23 
(s; IH), 7.06 (t; J=7.5 Hz, IH), 6.95 (t; J=7.5 Hz, IH), 4.05 (m; 2H), 3.52 (m; IH), 3.01 (dd; 
20 ^6.3, 14.9 Hz, IH), 2.87 (dd; J=6.9, 14.9 Hz, IH). 

Example 75 

3-r(2^-2-Amino-3-('lJ¥-3-indolvn-propvloxvn-5-r2-(2-amino-4-pvri dinvnvinvnpvridine 
25 trifluoroacetic acid salt 

Example 75A 
2-Amino-4-iodopvridine 
A mixture of 2-floro-4-iodopyridine (3.0 g, 13.5 mmol), acetylamide (15.8 g, 269 mmol) and 
30 potassium carbonate (9.2 g, 67 mmol) was stirred at 1 80 °C for 7 hours, poured into ice (100 
g), extracted with ethyl acetate, washed with brine, dried (MgSOJ, filtered, and concentrated. 
The concentrate was purified by flash column chromatography on silica gel with 50% ethyl 
acetate/hexane to provide the title compound (1.1 g, 37%). MS (DCI/NH3) m/e 221 (M+H). 

35 Example 75B 

iV.iV-Bis(fe/Y-butvloxylcarbonyl)amino-4-iodopyridlne 
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A solution of the product from Example 75A above (1 .0 g, 4,5mmol) in THF (25 mL) was 
treated dropwise with l.OM LiHMDS (9.0 mL, 9.0 mmol), stirred for 30 minutes, treated with 
di-t-butyl dicarbonate(1.96 g, 9.0 mmol) and stirred for 1 hour. The mixture was quenched 
with water (10 mL), warmed to room temperature and extracted with ethyl acetate. The 
5 combined extracts were washed with brine, dried (MgSOJ, filtered, and concentrated. The 
concentrate was triturated with 1:1 hexanes/ethyl acetate to provide the desired product (1.0 
g, 53%). MS (DCI/NH3) m/z 421 (M+H). 

Example 75 C 

10 iV;A^-Bis(^grr~butvloxylcarbonynamino-4-vinylyridine 

A mixture of the product from Example 75B above (0.7 g, 1.67 mmol), vinyltributyltin (0.83 
g, 2.6 mmol) and tetrakis-(triphenylphosphine)-palladium(0) (0.12 g, 0.1 1 mmol) was heated 
at 100 °C for 6 hours, cooled to room temperature, treated with ethyl acetate (10 mL), washed 
with brine, dried (MgSOJ, filtered, and concentrated. The concentrate was purified by flash 

15 column chromatography on silica gel with 20% ethyl acetate/hexane to provide the title 
compound (0.4g, 75%). MS (DCI/NH3) m/e 321 (M+H). 

Example 75D 

3-r(26^-2-(j\^'/er^Butoxylcarbonynamino-3-(lJy-3-indolylVpropyloxyl1-5-{2-r2-^^^ 
20 bis(/er/-butoxylcarbonyl)amino1"4'-pyridinyl)vinyl} pyridine 

The desired product was prepared by substituting Example 75 C for 4-vinylpyridine in 
Example 2B. Purification on silica gel eluting with 100% ethyl acetate provided the title 
compound (0.15 g, 49%). MS (DCI/NH3) m/e 685 (M+H). 

25 Example 75E 

4,(2-|54(26^-2-Ajnino-3-fl^-indol-3-yl)-propoxy1-pyridin-3-yU-vinyn 
The desired product was prepared by substituting Example 75D for Example 2B in Example 
2C. Purification on HPLC provided the title compound (0.06g, 70%). 
MS (DCI/NH3) m/e 386 (M+1). ^HNMR (DMSO-d6): J 11.05 (s; IH), 8.50 (s; IPI), 8.35 (s; 

30 IH), 8.23 (bs; 2H), 8.13 (bs; 2H), 7.95 (d; J=6.3 Hz, IH), 7.72 (s; IH), 7.65 (d; J=15.9 Hz, 
IH), 7.61 (d; J=6.3 Hz), 7.42 (d; J-15.9 Hz, IH), 7.38 (d; J=6.9 Hz, IH), 7.28 (s; IH), 7.18 
(d; /=6.9 Hz, IH), 7.10 (t; 7=6.9 Hz, IH), 7.00 (t; /=6.9 Hz, IH), 6.93 (s; IH), 4.29 (m; IH), 
4.14 (m; IH), 3.87 (m; 1H),"'3.17 (m; 2H). 
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Example 76 

5-r(2>S^-2-(Amino-3-a/f-34ndolyl)-propyloxyll-342-r2-amino-4-p^^^ 

pyridine trifluoroacetic acid salt 
The desired product was prepared by substituting 3-bromo-2-chioro-5-hydroxylpyridine for 
5 3-bromo-5-hydroxylpyridine in Example 75. MS (DCI/NH3) m/e 420 (M+l), NMR 

(DMSO-d6): ^11.05 (s; IH), 8.21 (s; IH), 8.21 (bs; 2H), 8.04 (bs; 2H), 7.95 (d^/=6.3 Hz, 
IHX 7.93 (s; IH), 7.61 (d; ^^6.3 Hz, IH), 7.58 (d; ^15.9 Hz, IH), 7.39 (d; J=15.9 Hz, IH), 
7.39 (d; >=6.9 Hz, IH), 7.28 (s; IH), 7.18 (d; >6.9 Hz, IH), 7.10 (t; J-6.9 Hz, IH), 7.00 (t; 
/=6.9 Hz, IH), 6,99 (s; IH), 4.32 (m; IH), 4,16 (m; IH), 3.87 (m; IH), 3.17 (m; 2H). 

10 

Example 77 

(16^-l-(li/"IndQl"3-ylmethyl)--2-(5-naphthalen-2-yl-pyridin-3-yIoxy)-ethylamine 
The desired product was prepared by substituting 2-bromonaphthalene for 6- 

15 bromoisoquinoline in Example 27, *H NMR (d^-DMSO, 500 MHz)5: 11.02 (s, IH), 8,74 (s, 
IH), 8.38 (s, IH), 8.30 (s, IH), 8.18-8.21 (m, 2H), 8.04 (d, J=8 Hz, IH), 7.97-8.01 (m, 2H), 
8.85 (d, J-8 Hz, IH), 7.81 (s, IH), 7.62 (d, J-8 Hz, IH), 7.50-7.58 (m, IH), 7.35-7.39 (m, 
IH), 7.23-7.31 (m, IH), 7.08-7.12 (m, IH), 6.96-7.03 (m, 2H), 4.18-4.41 (m, 2H), 3.82-3.87 
(m, IH), 3.17-3.21 (m, 2H). 

20 MS: (ESI) (M + H)"" m/z = 394 

Example 78 

( liS^-1 -( li?-Indol-3-vlmethyl)-2-(5-isoquinolin-5-yl-pvridin-3-vloxy)-ethylamine 
25 Example 78A 

5-BrQmoisoquinoline 

To a solution of 5-aminoisoquinoline (2.0 g, 13.8 mmol) and 48% HBr (6 mL) in 20 mL 
water cooled to 0 °C was added a solution of sodium nitrite (0.95 g, 13.8 mmol) in 6 mL 
water. The solution was stirred at 0 °C for 20 minutes. The solution, while kept at 0 °C, was 
30 added to a solution of CuBr (2.1 1 g, 15.9 mmol) in 48% HBr (4.77 mL) and water (10 mL). 
The reaction was stirred at room temperature for an additional 1 hr. The reaction was 
neutralized with NaOH (50%) and extracted with ethyl acetate (3X). The combined organic 
layer was concentrated in vacuo and chromatographed using 1:1 hexanes/ethyl acetate to 
yield 1.4 g product (50%). . 

35 

Example 78B 

(161-l-(l//-Indol-3-ylmethyl)-2-f5-isoquinolin-5-yl-pyridin-3-yloxy)-ethylamine 
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The desired product was prepared by substituting Example 78A for 6-bromoisoquinoline in 
Example 27. MS (ESI) m/z 395 (M + Hf; 'H NMR (d^-DMSO, 300 MHz) 5 1 1.02 (bs, IH), 
9.53 (s. IH), 8.52 (d, J=8Hz, IH), 8.49 (d, J=4 Hz, IH), 8.37 (d, J=3 Hz, IH), 8.30-8.34 (m, 
IH), 8.15-8.19 (m, 2H), 7.84-7.88 (m, 2H), 7.68 (d, J=8 Hz. IH), 7.56-7.60 (m, 2H), 7.47 (d, 
J=8 Hz, IH), 7.28 (d, J=4 Hz, IH), 7.60-7.12 (m, IH), 6.94-6.99 (m, IH), 4.12-4.32 (ra, 2H), 
3.82-3.87 (m, IH), 3.13-3.17 (m, 2H). 

Example 79 

6-(5-rf25)-2-Amino-3-ng-indoi-3-vn-propoxv1-pvridin-3-vl)-2J7-isoq uinolin-l-one 
The desired product was prepared by substituting 2-hydroxylisoquinoline for 6- 
bromoisoquinoline in Example 27. MS (ESI) m/z 41 1 (M + H)*; 'H NMR (DMSO-dg, 300 
MHz) 5 11.30 (bs, IH), 11.04 (bs, IH), 8.66-8.68 (m, IH), 8.41 (d, J=3 Hz, IH), 8.27 (d, J=8 
Hz, IH), 8.17-8.20 (m, 2H), 8.02-8.03 (m, IH), 7.76-7.81 (m, 2H), 7.62 (d, J=8 Hz, II}, 7.38 
(d, J=8 Hz, IH), 7.29-7.31 (m, IH), 7.20-7.26 (m, IH). 7.07-7.12 (m, IH), 6.987.04 (m, IH), 
6.60 (d. J=8 Hz, IH), 4.14-4.39 (m, 2H), 3.33-3.38 (m, IH), 3.13-3.16 (m, 2H). 
Anal. Caicd for C2sil2iW'2TFA: C, 54.54; H, 3.78; N, 8.78; F, 17.86. Found: C, 54.54; H. 
4.00; N, 8.56; F, 17.10. 

Example 80 

a5^-2-r5-(3-Chloro-isoauinolin-6-vlVpvridin-3-vloxv1-l-(li/-indol-3-vl methvn-ethvlamine 

Example 80A 
6-Bromo-indan- 1 ,2-dione 1 -oxime 
A solution of 5-bromo-l-indanone (1.8 g, 8.5 mmoi) in ethanol (150 ml) was cooled to 0 "C, 
treated with t-butylnitrite (2.1 ml), stirred at room temperature for 2 hours, filtrated and 
washed the desired product with ether. The yield is 76%. MS (DCI/NH3) m/e 242 (M+l)"^. 

Example 80B 
6-Bromo-l,3-dichloro-isoquinoIine 
A suspension solution of Example 80A (1.5 g, 6.2 mmol) in POCl3(40 ml) was treated with 
PCI5 (1.55 g, 7.4 mmol) and introduced HCl gas until solution was saturated. The reaction 
was stirred.at 60 °C for 6 hours and concentrated under vacumm. 

The residue was slowly hydrblysed by adding water, treated with ethyl acetate (200 mL), 
washed with brine, dried (MgS04), ifiltered, and concentrated. The concentrate was purified 
by flash column chromatography on silica gel with 10% ethyl acetate/hexane to provide the 
title compound (1.7g, 100%). MS (DCimHs) m/e 278 (M+H)"". 
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Example 80C 
6-Bromo-3-chloro-isoquinoline 
A mixture of Example 80B (1.8 g, 6.5 mmol), P (0.48g, 15.5 mmol) and HI (3ml, 48%) in 
acetic acid (20 ml) was refluxed for 8 hours, filtrated under hot condition and concentrated 
under vacumm. The residue was basified by adding sodium hydroxide solution, treated with 
ethyl acetate (200 mL), washed with brine, dried (MgSQ,), filtered, and concentrated. The 
concentrate was purified by flash column chromatography on silica gel with 30% ethyl 
acetate/hexane to provide the title compound (0.81g, 50%). MS (DCI/NH3) m/e 244 

(M+H)*. 

Example SOD 
3-Chloro-6-trimethylstannanyl-isoquinoline 
The desired product was prepared by substituting Example 80C for 6-bromoisoquinoline in 
Example 27A. MS (DCimHs) m/e 327 (M+H)^ 

Example 80E 

fLy^ 42-r5-(3-Chloro-isoauinoiin-6-vn-Pvridin-3-vloxv1-l-(l/r -indol-3-vlmethvl)-ethyl1- 

carbamic acid terf-butyl ester 
The desired product was prepared by substituting Example SOD for Example 27A in Example 
27B. MS (DCI/NH3) m/e 530 (M+H)"''. 

Example 80F 

n5^-2-r5-(3-Chloro-isoquinolin-6-yl)-pvridin-3-vioxvl-l-(liJ-ind ol-3-vlmethvl)-ethylamine 
The desired product was prepared by substituting Example SOE for Example 27B in Example 
27C. MS (DCI/NH3) m/e 429 (M+1)*; 'H NMR (DMSO-d„ 300 MHz) 11 .04 (s; IH), 9.28 
(s; IH), 8.72 (s; IH), 8.44 (s; IH), 8.33 (s;lH), 8.32 (d; IH; J=8.4 Hz), 8.17 (s; 2H), 8.07 (s; 
IH), 8.05 (d; IH; J=8.4 Hz), 7.80 (s; IH), 7.63 (d; IH; J=7.5 Hz), 7.48 (d; IH; J=7.5 Hz), 
7.30 (s; IH), 7.10 (t; IH; J=7.2 Hz), 7.00 (t; IH; J=7.2 Hz), 4.38 (ra; IH), 4.20 (ra; IH), 3.88 
(m; IH), 3.18(m;2H). 

Example 81 

fl^-2-(r3,4'1Bipvridinvl-5-vloxy)-l-(liy-indol-3-vlmethvn-ethvlaminetrifl uoroaceticacid 
The desired product was prepared by substituting 4-tributylstannylpyridine for Example 27A 
in Example 27. MS (APCI) m/z 345 (M+l)"'; 'H NMR (CD3OD, 300 MHz) 5 8.85 (d, J = 6.8 
Hz, 2H), 8.73 (d, J = 1.7 Hz. IH), 8.53 (d, J = 2.7 Hz, IH), S.20 (d, J = 6.8 Hz, 2H), 7.84 (t, J = 
1.7 Hz, IH), 7.59 (d, J = 7.8 Hz, IH), 7.38 (d, J = 8.2 Hz, IH), 7.24 (s, IH), 7.12 (t, J = 6.8 Hz, 
IH), 7.01 (t, J = 8.1 Hz, IH), 4.44 (dd, J = 10.8, 3.4 Hz, IH), 4.30 (dd, J = 10.5, 5.8 Hz, IH), 
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4.01 (m, IH), 3.33 (m, 2H); Anal. Calcd for Q,H,oNP"2.7 TFA: C, 48.61 ; H, 3.5 1 ; N, 8.59. 
Found: C, 48.69; H, 3.50; N, 8.46. 



5 Example 82 

fl6^-l-(l//-Indol-3-vlmethvn-245-a-pvridin-2-vl-vinvlVpvridm-3-vl oxv1-ethvlamine 

The desired product was prepared by substituting 2-vinyipyridine for 4-vinylpyridine in 
Example 2. MS (APCI) m/z 371 (M+l)*; 'H NMR (CD3OD, 300 MHz) 58.72 (d, J = 5.5 Hz, 
IH), 8.55 (s, IH), 8.39 (d, J = 2.4 Hz, IH), 8.34 (td, J = 7.8, 1.7 Hz, IH), 8.12 (d, J = 8.2 Hz, 
10 IH), 7.88 (t, J = 1 .7 Hz, IH), 7.82 (d, J =16.3 Hz, IH), 7.74 (t, J = 6.7 Hz, IH), 7.59 (d, J = 
7.8 Hz, IH), 7.53 (d, J = 16.3 Hz, IH), 7.38 (d, J = 8.1 Hz, IH), 7.24 (s, IH), 7.12 (td, J = 7.1, 
1.0 Hz, IH), 7.03 (td, J = 7.1, 1.0 Hz, IH), 4.41 (tt, J = 10.5, 3.4 Hz, IH), 4.27 (dd, J = 10.5, 
5.5 Hz, IH), 4.00 (m, IH), 3.33 (m, 2H); Anal. Calcd for QaH^J^p-S-S TFA: C, 45.73; H, 
3.24; N, 6.97. Found: C, 45.60; H, 3.34; N, 6.86. 



Example 83 

fl5^-l-a/f-Indol-3-vImethvn-2-(5-pvridin-3-vlethvnvl-Pvridin-3- vloxv^-ethvlamine 

trifluoroacetic acid salt 

20 The desired product was prepared by substituting 3-bromopyridine for 4-bromopyridine in 
Example 14. MS (APCI) m/z 367 (M-l)"; 'H NMR (CD3OD, 300 MHz) 5 8.80 (s, IH), 8.62 
(br d, J = 4.7 Hz, IH), 8.42 (s, IH), 8.36 (d, J = 2.7 Hz, IH), 8.12 (dt, J = 8.2, 1.7 Hz, IH), 
7.60 (m, 3H), 7.39 (d, J = 8.1 Hz, IH), 7.22 (s, IH), 7.14 (td, J = 7.1, 1.4 Hz, IH), 7.04 (td, J = 
8.2, 1.1 Hz, IH), 4.33 (dd, J = 10.5, 3.0 Hz, IH), 4.19 (dd, J = 10.5, 5.4 Hz, IH), 3.97 (m, IH). 

25 3.29 (m, 2H); 

Anal. Calcd for C23H20N4O-3.O TFA: C, 49.02; H, 3.26; N, 7.89. Found: C, 48.86; H, 3.14; N, 
8.01. 

Example 84 

30 fl6^-2-r5-(2-Fluoro-pvridin-4-vlethvnvlVpvridin-3-vloxy1-l-( lij^-indol-3-vimethyl)- ^ 

ethylamine trifluoroacetic acid salt 
The desired product was prepared by substituting 4-iodo-2-fluoropyridine for 4- 
bromopyridine in Example 14. MS (APCI) m/z 385 (M-l)"; 'H NMR (CD3OD, 300 MHz) 5 
8.42 (d, J = 1.4 Hz, IH). 8.38 (d, J = 2.7 Hz. IH), 8.26 (d, J = 5.1 Hz, IH), 7.61 (dd, J = 2.7, 

35 1.7 Hz, IH), 7.58 (d, J = 7.8 Hz, IH), 7.43 (dt, J = 5.1, 1.7 Hz, IH), 7.38 (d, J = 8.1 Hz, IH), 
7.23 (m, 2H), 7.13 (td, J = 7.1, 1.3 Hz," IH), 7.04 (td, J = 7.8, 1.3 Hz, IH), 4.33 (dd, J = 10.5, 
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3.4 Hz, IH), 4.18 (dd, J = 10.5, 5.8 Hz, IH), 3.97 (m, IH), 3.30 (m, 2H)p\nal. Calcd for 
C23H,5FN40-2.3 TFA: C, 51.10; H, 3.31; N, 8.64. Found: C, 51.06; H, 3.32; N, 8.69. 



Example 85 

a5^-4-(5-r2-Amino-3-(l//-i'ndol-3-vlVpropoxv1-Dvridin-3-vle thvnvU-Pvridin-2-ol 

trifluoroacetic acid salt 
A solution of iV-BOC protected Example 84 (45 mg, 0.093 mmol)) in acetic acid (5 mL) was 
heated at 80 "C for 15 h and at 100 °C for 5h. The solution was concentrated and the residual 
oil was dissolved in CH^Cla (5 raL). Trifluoroacetic acid (1 .25 mL) was added at 0 "C. The 
solution was stirred .at 0 °C for 10 min and at rt for 30 min, and was concentrated. The 
residual material was purified on HPLC (Zorbax, C-18) to provide the title compound (15 
mg, 33%). MS (APCI) m/z 383 (M-l)"; NMR (CD3OD, 300 MHz) 5 8.40 (s, IH), 8.36 (d, 
J = 2.3 Hz, IH), 7.58 (m, 2H), 7.46 (d, J = 6.8 Hz, IH), 7.39 (d, J = 8.2 Hz, IH), 7.22 (s, IH), 
7.14 (td, J = 7.1, 1.0 Hz, IH), 7.03 (td, J = 8.2, 1.1 Hz, IH), 6.69 (brs, IH), 6.46 (dd, J = 6.8, 
1.7 Hz, IH), 432 (dd, J = 10.5, 3.4 Hz, IH), 4.18 (dd, J = 10.5, 5.8 Hz, IH), 3.98 (m, IH), 
3.34 (m, 2H). 

Example 86 

(l.y)-2-r6-Chloro-5-(l-chloro-isoquinolin-6-yn-pvridin-3-vloxv1-l-(lj j-indol-3-vlmethyl)- 

ethylamine trifluoroacetic acid salt 
The title compound was prepared by substituting Example 13 A for Example 2A and Example 
80D for Example 27A in Example 27. MS (APCI) m/z 464 (M+1)*; 'H NMR (CD3OD, 300 
MHz) 5 8.44 (d, J = 8.8 Hz, IH), 8.31 (d, J = 5.8 Hz, IH), 8.22 (d, J = 3.1 Hz, IH), 8.03 (d, J 
= 1.7 Hz, IH), 7.84 (m, 2H), 7.57 (dt, J = 7.8, 1.0 Hz, IH), 7.53 (d, J = 3.0 Hz, IH), 7.34 (d, J 
= 7.2 Hz, IH), 7.22 (s, IH), 7.10 (td, J = 7.2, 1.4 Hz, IH), 7.01 (td, J = 7.7, 1.0 Hz, IH), 4.36 
(dd, J = 10.5, 3.0 Hz, IH), 4.22 (dd, J = 10.5, 5.7 Hz, IH), 3.97 (m, IH), 3.27 (m, 2H)Anal. 
Calcd for C,3H2oCl2N40-2.05 TFA: C, 50.14; H, 3.19; N, 8.04. .Found: C, 50.16; H, 3.03; N, 
7.88. 



Example 87 

Bis-r3-(4-Bromo-phenvi)-allvl1-(2-r5-(2-pvridin-4-yl-vinvl)-Pvridin -3-yloxy]-ethvU-amine 

hydrochloride 

The title compound was obtained from the less polar product in Example 19D (5.3 mg, 3%). 
MS (DCI/NH3) m/z 630,632, 634 (M+H)*; 'H NMR (CDCij, 300 MHz) S%.62 (m, 2H), 8.36 
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(s, IH), 8.26 (d, J=2.7 Hz, IHO, 7.0-7.5 (m, 13H0, 6.52 (m, 2H), 6.35 (m, 2H), 4.25 (m, 2H), 
3.49 (m, 4H), 3.08 (m, 2H). 



Example 88 

A^'^-r3-(2-Amino-ethoxv)-phenvn-pvrimidine-2,4-diamine hydrochloride 
The title compound was prepared by substituting iV-Boc-aminoethanol for BOC-tryptophanol 
in Example 20, MS (DCI/NH3) m/z 'H NMR (DMSO-d6, 300 mHz) 5 12.4 (br s, 

IH), 11.0 (br s, IH), 8.26 (br, 5H), 7.86 (d, J=7.1 Hz, IH), 7.55 (m, IH), 7.44 (m, IH), 7.31 
9t, J=8.1 Hz, IhO, 6.79 (d, J=8.1 Hz, IH), 6.46 (d, J=7.1 Ha, IH), 4.22 (t, J=5.1 Hz, 2H), 3.22 
(m, 2H). 

Example 89 

/ran544-(2~{54(26^"2-Amino-3-(li/-indol-3-vlVprQpylaminQ^ 

pvrimidin-2-vn-carbaniic acid ethyl ester trifluoroacetic acid salt 

Example 89A 

fy^a;7j,4,[(5-Bromo-pyridin-3"yl)-'VinylV2--amino--pyrimidine 
A solution of 5-bromo-pyridine-3-carbaldehyde (436 mg, 2.34 mmol) and 2-amino-4- 
methylpyrimidine (246 mg, 2.35 mmol) in formic acid (96%, 3 mL) was heated for 18 h. 
After cooling to rt, it was then diluted with water and basified to pH -13 with 1 N NaOH, 
The mixture was then extracted with methylene chloride. The combined extracts was washed 
with water (IX), dried over MgS04 and concentrated. The residue was chromatographed on 
silica gel eluting with CH2Cl2:MeOH:NH40H (100:5:0.5) to give the title compound (463 
mg, 71%), MS (DCI/NH3) m/z 277, 279(M-l-l)''.. 

Example 89B 

/ro^5^44(5-Bromo-pyridin-3■ylVvinyl^-24bis(/er^butoxycarbonyl)an^ino 
A suspension of Example 89A (439 mg, 1.58 mmol), (BOQO (L040g, 4.77 mmol), DMAP 
(50 mg, 0.41 mmol), and triethylamine (670 |.iL, 4.81 mmol) in THE (10 mL) was stirred at rt 
overnight. Reaction was concentrated and chromatographed on silica gel eluting with 
AcOEtihexane (1:1) to give the title compound (511 mg, 68%). MS (DCI/NH3) m/z 477, 
479(M+1). 

Example 89C 

rmw5-4-r(5-amino-pyridin-3-yl)"Vinyl1-2-(/gr/-butoxycarbonynamino-pvrimidine 
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Example 89B was converted to the title compound according to the procedures described for 
Example 5 1, Steps 4 and 5 . MS (DCI/NH) m/z 3 14(M+ir. 



Example 89D 

5 fmm-r4-(2-{5-rf2.S^-2-Amino-3-('l-g-indol-3-vn-prop vlamino1-pvridin-3-vl}-vinyl')- 
pvrimidin-2-vl1-carbamic acid ethyl ester trifluoroacetic acid salt 
The title compound was prepared by substituting Example 89C for Example 1 IB in Example 
11. (DCI/NH3) m/z 458(MH-1)+; NMR (DMSO-d6): SS.5S (d, J=5.3 Hz, IH), 8.17 (s, IH), 
7.91 (d, J=2.2 Hz, IH), 7.75 (d, J=15.9 Hz, IH), 7.58 (m, IH), 7.35 (m, 2H), 7.32 (s, .IH), 

10 7.22 (d, J=5.3 Hz, IH), 7.15 (d, J=15.9 Hz, IH), 7.1 1 (m, IH), 7.04 (m, IH), 4.28 (q, J=7.2 
Hz, 2H), 3.80 (m, IH), 3.62 (dd, J=4.4, 14.7 Hz, IH), 3.50 (dd, J=8.1, 14.7 Hz, IH), 3.20 (m, 
2H), 1.35 (t, J=7.2Hz,3H). 

15 Example 90 

l-Amino-6-|5-r(25^-2-amino-3-(l//-indol-3-vl)-propoxv1-pyr idin-3-vU-isoquinoline 

trifluoroacetic acid salt 
Example 90A 

20 6-Bromo- 1 -chloroisoquinoline 

A solution of 6-bromo-l-hydroxylisoquinoIine (9.205 g, 41.0 mmol) in POCljClOO mL) was 
heated to 100 °C for 4h. The reaction was concentrated to dryness. The residue was 
dissolved in ethyl acetate and the organic layer was washed with 5% NaHCOs, water, brine, 
dried over MgS04 and concentrated. The residue was was chromatographed on silica gel 

25 eluting with CH^Clzihexane (3:7) to give the title compound (6.176 g, 62%). MS (DCI/NH3) 
m/z 241, 243 (M+1)*. 

Example 90B 
1 -Amino-6-bromoisoquinoline 
A mixture of the chloride from Example 90A (264 mg, 1.09 mmol), acetamide (1.3 g) and 
K2CO3 (0.45 g) was heated to 180 °C for 5 h. After cooling to rt, the mixture was dissolved 
in ethyl acetate, which was washed with water, brine, dried over MgSO^ and concentrated. 
The residue was chromatographed on silica gel eluting with CHjCljiMeOHiNHiOH 
(100:5:0.5) to give the title compound (159 mg, 65%). MS (DCI/NH3) m/z 223, 225 (M+1)*. 

Example 90C 

1 -r(B is(terf-butoxvcarbonvmamino-6-bromoisoq uinoline 
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A solution of Example 90B (616 mg, 2.76 mmol), BOCp (1.81 g), DMAP (67 mg), and 
triethylamine (1.15 mL) in acetonitrile (15 mL) was stirred at rt for 2h. The reaction was 
concentrated and the residue was chromatographed on silica gel eluting with AcOEt : hexane 
(3:7) to give the title compound (1.18 g, 71%). MS (DCI/NH3) m/z 423 (M+1)". 

Example 90D 

1-Amino-6-^5-rf2^-2-amino-3-flif-indQl-3-vn-propoxv1-pvridin-3-vl}-isoq u i noline 

trifluoroacetic acid salt 
The title compound was prepared by substituting Example 90C for 6-bromophthalimide in 
Example 32. MS (DCI/NH3) m/z 410(M+1)*; 'H NMR (DMSO-d6, 300 MHz) ^8.77 (s, 
IH), 8.55 (d, J=8.6 Hz, IH), 8.45 (d, J=2.5 Hz, IH), 8.20 (d, J=1.5 Hz, IH), 8.05 (dd, J=1.8. 
8.6 Hz, IH), 7.83 (dd, J=1.8, 2.5 Hz, IH), 7.61 (m, 2H), 7.38 (d, J=7.1 Hz, IH), 7.24 (s, IH), 
7.12 (m, IH), 7.02 (m, IH), 4.44 (dd, J=3.1, 10.4 Hz, IH), 4.30 (dd, J=5.8, 10.4 Hz, 1 H),. 
4.01 (m, IH), 3.32 (m, 2H). 

Example 91 

6-{5-f(23^-2-amino-3-(l/f-indol-3-vlVpropoxy1-pvridin-3-v U-l-chloro-isoquinoline 

trifluoroacetic acid salt 
The title compound was prepared by substituting Example 90A for 6-broraophthalimide in 
Example 32. MS (ESI) m/z 429, 431(M+1)"; 'H NMR (DMSO-d6, 300 MHz) ^1 1.03 (br s, 
IH). 8.75 (d, J=1.6 Hz, IH), 8.47 (d, J=1.6 Hz, IH), 8.45 (d, J=5.6 Hz, IH), 7.84 (m, IH), 
7.62 (d, J=8.1 Hz, IH), 7.39 (d, J=8.1 Hz. IH). 7.31 (d. J=2.2 Hz, IH), 7.10 (m. IH), 7.01 (m, 
IH), 4.38 (dd, J=3.1, 10.6 Hz, IH), 4.22 (dd, J=6.2, 10.4 Hz, 1 H), 3.88 (m, IH), 3.18 (m, 
2H). 

Example 92 

f25^-2-Amino-3-(liy-indol-3-vn-iV-r5-f2-pvridin-4- vl-vinvlVpvridin-3-yn-propionamide 

The title compound was prepared by substituting Bo&-tryptophane for Boc- 
homnophenyalanine in Example 16. MS (DCI/NH3) m/z 384 (M+1)*; IH NMR pMSO-d6. 
300 MHz) 5 11.37 (s, 1 H), 11.05 (s, 1 H), 8.88 (d, ^.44 Hz, 2 H), 8.74 (m, 2 H), 8.42 (m. 
IH), 8.35 (s, 1 H), 8.22 (d, >6.10 Hz. 2 H), 8.02 (d, J=16.61 Hz, 1 H), 7.71 (d, ^7.80 Hz, 1 
H), 7.56 (d. J^16.27 Hz, 1 H), 7.36 (d, >7,80 Hz, 1 H), 7.30 (m, 1 H), 7.07 (m, 1 H), 6.95 
(m, 1 H), 4.31 (ra, 1 H), 3.36 (m, 2H). 
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• Example 93 

f26^-2-Amino-3-(naphtfaa-l-vlVjV-r5-(2-pvridin-4-vl-vinvlVpvridin-3 -vn-propionamide 

hydrochloride 

The title compound was prepared by substituting Bocr-3-(l-naphthyl)alanine for Boc- 
5 homnophenyalanine in Example 16. MS (DCI/NH3) m/z 395 (M+1)^ IH NMR (DMSO-d6, 
500 MHz,) 5 11. 86 (s, 1 H), 8.90 (d, J=6.86 Hz, 2 H), 8.78 (m, 1 H), 8.85 (m, 1 H), 8.58 (m, 
1 H), 8.45 (m, IH), 8.26 (d, J=6.86 Hz, 2 H), 8.04 (d, J=16.53 Hz, 1 H), 7.89 (m, 2 H) 7.84 
(m, 1 H), 7.60 (d, J=16.53 Hz, 1 H), 7.58 (m, IH), 7.49 (m, 2 H), 4.53 (m, IH), 3.49 (m, IH), 
3.36 (m, IH). 



Example 94 

• (2y)-2-Ammo-3-phenvl-jV-r5-(2-pyridin-4-vl-vinyl)-pyridin-3-vn-propionamide 

hydrochloride 

15 The title compound was prepared by substituting Boo-phenylalanine for Boc- 

homnophenyalanine in Example 16. MS (DCimH,) m/z 345 (M+1)*; IH NMR (,DMS(>d6, 
500 MHz) 5) 1 1.85 (s, 1 H), 8.93 (m, 2 H) 8.53 (m, 2 H), 8.49 (m, IH), 8.29 (m, 2 H), 8.07 
(d. J=16.22 Hz, 1 H), 7.63 (d,^16.53 Hz, 1 H,) 7.32 (m, 5 H), 4.44 (m, IH), 3.24 (m, 2 H) 

20 

Example 95 

6'-2-Amino-3-(imidazol-4-vn-jV-r5-(2-pvridin-4-vl-vinvD-pyridin-3 -vl1-propionamide 

hydrochloride 

The title compound was prepared by substituting bis(Boc)-histidine for Boo- 
25 homnophenyalanine in Example 16. MS (DCimHj) m/z 335 (M+l)% IH NMR (DMSO-d» 
300 MHz) 5 10.95 (s, 1 H),9.04 (s, 1 H), 8.74 (m, 1 H), 8.70 (m, 1 H), 8.52 (m, 2 H) 8.32 (m, 
1 H) 8.08 (m, 2 H), 7.93 (d,J^16.61 Hz, 1 H), 7.50 (m, 2 H), 4.50 (m, IH), 3.33 (m, 2H). 



30 Example 96 

( li;V2-( lij^indol-3-vl)- 1 - ( r(5-isoquinolin-6-vlpyridin-3-yl)oxv1methvl } ethy lamine 

The title compound was prepared as the trifluoroacetate salt by substituting i?-Boc- 
tryptophanol for L-Boc-tryptophanol in Example 27. MS (ESI) m/e 395 (M+H)*; 'H NMR 
35 (DMSO-dg, 300 MHz) 5. 1 1 .02 (br s, IH), 9.52 (s, IH), 8.76 (d, J=3 Hz, IH), 8.62 (d, J=8 Hz, 
IH), 8.44-8.46 (m, 2H), 8.38 (d, 3=9 Hz, IH), 8.11-8.20 (m, 3H), 8.04-8.08 (m, IH), 7.83-7.86 
(m, IH), 7.62 (d, J=9 Hz, IH). 7.37-7.40 (m, IH), 7.31 (d, J=3 Hz, IH), 7.08-7.12 (m, IH), 
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6.99-7.03 (m, IH), 4.37-4.41 (m, IH), 4.18-4.23 (m, IH), 3.86-3.91 (m, IH), 3.16-3.20 (m, 
2H); Anal. Calcd for C25H22N4O.2.65 TFA: C, 52.24; H, 3.57; N, 8.04;. Found: C, 52.26; H, 
3.70; N, 7.42. 



Example 97 

a5^-5-|5-r2-Amino-3-(l//"indol.-3-ylVpropoxv1"Pvridin-3-yU-liy-^^^ 

Example 97A 

10 2-Fluoro-5-(trimethylstannynbenzonitrile 

The desired product was prepared by substituting 5-bromo2-fluorobenzonitrile for 6- 
bromoisoquinoline in Example 27A. 

Example 97B 

15 (l6^-r2-r5-(3-Cyano-4-fluoro-phenyi)-pyridin-3-yloxy1-l-(li/-indol-3-ylmethyl)-ethyl^ 

carbamic acid fer/-butyl ester 
The desired product was prepared by substituting Example 97A for in Example 27A in 
Example 27B. 

20 Example 97C 

(16^-r2-r5-(3-Amino-lif-indazol-5-yl)-pyridin-3-yloxy1-l-flff-indQl-3-ylmethyl^ 

carbamic acid /gr/-butyl ester 
A mixture of Example 97B (120 mg, 0.25 mmol) and 98% hydrazine (5 mL) was heated to 
reflux for 5 hours, poured over ice, diluted with brine, extracted with ethyl acetate, dried over 
25 MgS04, and concentrated. Purification by flash chromatography (7% MeOH/CHjClz) 
provided the desired product (103 mg, 84%). 

Example 97D 

(15^-5-{5-r2-AminQ-3-(lJ7-indol-3-yl)-propoxy1-pyridin-3-yl}-l//-indazol-3-ylamine 
30 The desired product was prepared as the trifluoroacetate salt by substituting Example 97C for 
Example 27B in Example 27C. MS (ESI) m/e 399 (M+H)"^; NMR (DMSO-d^, 300 MHz) 
5 3.17 (d, J=7.12 Hz, 2 H) 3.84 (m, 1 H) 4.18 (dd, J=10.51, 5.76 Hz, 1 H) 4.36 (m, 1 H) 7.12 
(m, 4 H) 7.30 (d, J=2.37 Hz, 1 H) 7.38 (m, 1 H) 7.42 (s, 1 H) 7.63 (d,J-7.46 Hz, 1 H) 7.66 (s, 
1 H) 8.18 (m, 4 H) 8,32 (d, J=2.71 Hz, 1 H) 8.57 (d, J=1.70 Hz, 1 If 1 1.04 (s, 1 H) 1 1.92 (bs, 
35 IH); Anal. Calcd for C:,,U^2^,0 2.9 TFA: C, 47.44; H, 3.44; N, 1 1.53;. Found: C, 47.87; H, 
3.49; N, 11.19. 
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Example 98 

a6^-6-{5-r2-Amino-3-(l/f-indol-3-vlVpropoxv1-pvridin-3-vl)-ljj^-indazol-3-vlamine 
The desired product was prepared as the trifluoroacetate salt by substituting 4-bromo-2- 

5 fluorobenzonitrile for 5-bromo-2-fluorobenzonitrile in Example 97. MS (ESI) m/e 399 

(M+H)^; 'H NMR (DMSO-d^, 300 MHz) 5 3.16 (d, J=5.42 Hz, 2 H) 3.91 (d^=30.85 Hz, 1 H) 
4.19 (s, 1 H) 4.35 (m, 1 H) 7.07 (m, 2 H) 7.34 (m, 3 H) 7.63 (m, 2 H) 7.71 (s, 1 H) 7.88 Cd, 
^8.14 Hz, 1 H) 8.17 (s, 4 H) 8.37 (d,y=2.37 Hz, 1 H) 8.60 (d,y=1.36 Hz, 1 H) 11.03 (s, 1 H) 
1 1.93 (bs, 1 H); Anal. Calcd for C23H2^^60-3.5 TFA: C, 45.18; H, 3.22; N, 10.54, F, 25.01; 

10 Found: C, 44.83; H, 3.19; N, 10.40, F, 25.01. 



Example 99 

2-Amino-A^-rfl6^-l-(l//-indol-3-vlmethvn-2-(5-isoquinolin-6-vl-pvridin-3-vlo xv)-ethvn- 
15 acetamide 

Example 99A 

fr(li^-l-(liy-Indol-3-vlmethvn-2-(5-isoquinolin-6-vl-pvridin -3-vloxvVethvlcarbamoyn- 

methvU-carbamic acid fer^butyl ester 
20 A solution of Example 27C (175 mg, 0.35 mmoI),iV-Boc-glycine (91 mg, 0.52 mmol), EDC 
(100 mg), iPr,EtN (0.30 mL) and DMAP (10 mg) in CHCl^ (7 mL) was stirred at room 
temperature overnight, diluted with EtOAc, washed with water and brine, dried (MgS04), 
filtered, and concentrated. The residue was purified by flash column chromatography on 
silica gel with 3% methanol/CHzCIa to provide the desired product (1 12 mg, 58%). 

25 

Example 99B 

2-Amino-iV-ra5)-l-(l//-indol-3-vlmethvn-2-f5-isoquinolin-6-vl-pvridin-3-vlo xv)-ethyn- 

acetamide 

The desired product was prepared as the trifluoroacetate salt by substituting Example 99A for 
30 Example 27B in Example 27C. MS (ESI) m/e 452 {M+Rf; 'H NMR (DMSO-d^ 300 MHz) 
5 ppm 3.07 (m, 2 H) 3.58 (m, 2 H) 4.22 (m, 2 H) 4.48 (m, 1 H) 6.97 (t/=6.95 Hz, 1 H) 7.06 
(t, y=6.95 Hz, 1 H) 7.21 (d, J=2.37 Hz, 1 H) 7.34 (d, J=8.14 Hz, 1 H) 7.64 (d, J=7.46 Hz, 1 H) 
7.86 (m, 1 H) 7.99 (bs, 2 H) 8.13 (d, J=6.10 Hz, 1 H) 8.19 (dd. J=8.82, 1.70 Hz, 1 H) 8.42 (m, 
2 H) 8.51 (s, 1 H) 8.64 (d, J=6.10 Hz, 1 H) 8.67 (d, J=7.80 Hz, 1 H) 8.74 (d,y=1.70 Hz, 1 H) 
35 9.60 (s, 1 H) 10.88 (s, 1 H); Anal. Calcd for C27H25N502«2.9 TFA: C, 50.37; H, 3.60; N, 8.95;. 
Found: C, 50.59; H, 3.43; N, 8.83. 
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Example 100 

(26^-2-Amino-A^-r(l.S^-l-aiy-indol-3-vlmethvn-2-(5-isoquinolin-6-vl-pvr idin 

ethyll-propionamide 

The desired product was prepared by substiUiting ZrBoc-alanine for iV-Boc-glycine in 
Example 99. MS (ESI) m/e 466 (M+H)^; 'H NMR (DMSO-dg, 500 MHz) 5 1 .36 (d, J=6.86 
Hz, 3 H) 3.09 (m, 2 H) 3.88 (m, 1 H) 4.35 (m, 2 H) 4.46 (m, 1 H) 6.97 (t. J^7.33 Hz, 1 H) 7.05 
(t, J=7.33 Hz, 1 H) 7.29 (d, J=1.87 Hz, 1 H) 7.35 (d, 7=8.1 1 Hz, 1 H) 7.66 (d, J=7.80 Hz, 1 H) 
8.30 (s, 1 H) 8.34 (bs, 2 H) 8.47 (dd, J=8.74, 1.56 Hz, 1 H) 8.53 (d, 7=6.55 Hz, 1 H)8.62 (d, 
^1.87 Hz, 1 H) 8.70 (d, 7=6.74, 1 H) 8.75 (d, 7=6.24, 1 H) 8.89 (s, 1 H) 8.93 (s, 1 H) 9.01 (d, 
.^^8.1 1 Hz, 1 H) 9.99 (s. 1 H) 10.98 (s, 1 H) 



Example 101 

2-Dimethvlamino-A/^-r(15^-l -( 1 jy-indol-3-vlmethyn-2-(5-isoquinoiin-6-vl-p vridin-3-vloxv)- 

ethyll-acetamide 

The desired product was prepared by substituting JV;i\r-dimethylglycine for A'-Booglycine in 
Example 99A. MS (ESI) m/e 480 (M+H)*; 'H NMR (DMSO-d^, 500 MHz) 6 2.71 (s, 3 H) 
2.77 (s, 3 H) 3.10 (m, 2 H) 3.95 (m, 2 H) 4.40 (m, 2 H) 4.52 (m, 1 H) 6.97 (t, 7=7.33 Hz, 1 H) 
7.05 (t, 7=7.49 Hz, 1 H) 7.28 (s, 1 H) 7.34 (d,7=8.11 Hz, 1 H) 7.67 (d,7=7.80 Hz, 1 H) 8.38 
(s, 1 H) 8.50 (d, 7=8.73 Hz, 1 H) 8.55 (d, 7=6.24 Hz, 1 H) 8.67 (d, 7=1.87 Hz, 1 H) 8.71 (d, 
7=8.73 Hz, 1 H) 8.75 (d, 7=6.55 Hz, 1 H) 8.92 (s, 1 H) 8.98 (s, 1 H) 9.34 (d, 7=8.42 Hz, 1 H) 
10.00 (s, 1 H) 11.02 (s, 1 H). 



Example 102 

(l.S^-l-(lH-Indol-3-vlmethvl)-2-r5-(3-methvl-ljJ-indazol-5-yl)-pvridin-3-vl oxv1-ethvlamine 

Example 102 A 

A solution of 5-bromo-2-fluorobenzaldehyde (24.75 g; 122 mmol) in Etp (125mL) at 0 °C 
was treated with 3.0 M MeMgBr in Et^O (43 mL, 129 mmol), stirred for 30 min., carefully 
diluted with water then acidified with 10% HCl (aq). The aqueous was extracted with E\0, 
rinsed successively with 10% HCl (aq), water, and brine, dried (MgS04), and evaporated to 
give the desired product (26.6 g; 99%) of sufficient purity to carry on to the next step. 

Example 102B 
l-(5-Bromo-2-fluoro-phenyl)-ethanone 
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A solution of Example 102A (26.6 g; 121 mmol) and manganese(IV) oxide (53 g; 610 mmol) 
in p-dioxane (500 mL) was heated at reflux for 4 hrs., cooled, filtered through Celife®, 
evaporated, and purified by flash chromatography (5-10% Et^O/hexane) to yield the desired 
product as a nearly colorless oil that solidified upon standing (20.5 g; 78%). 
5 ' 

Example 102C 
5-BromO"3 -methyl- 1/f-indazole 
A mixture of 102B (10 g, 46 mmol) and 98% hydrazine (25 mL) was heated to reflux for 9 
hoiu-s, and poured over ice. The precipitate was collected and purified by flash 
10 chromatography (1:1 EtjOrhexane) to give the desired product as a white solid (5.8 g, 60%). 

Example 102D 
3'-Methyl"5-trimethylstannanyl-li/-indazole 
A mixture of Example 102C (10.08 g, 47.8mmol), hexamethyl-di-tin 2 (18 g, 55mmol) and 
tetrakis(triphenylphosphine)palIadium (5.5g, 4.8 mmol) in toluene (100ml) was stirred at 95 
15 °C for 6h. The mixture was then evaporated and the residue was taken into ethyl acetate (300 
ml), washed with saturated sodium bicarbonate (100 ml), water (100 ml) and brine (100 ml). 
The ethyl acetate was evaporated off and the residue was purified by flash column 
chromatography on silica gel, eluting with 1 :4 ethyl acetate/hexaries to give 1 1.2 g desired 
product (80%). MS: (ESI) m/z 409 (M + H)";. 

20 

Example 102E 

a6^-(l-(1^4ndol-3-vlmethyn-245-(3-methvl-lJ:f-indazol-5-vn-Pvr idin-3-v 

carbamic acid /gr/-butyl ester 
The desired product was prepared by substituting Example Example 102D for Example 27A 
25 in Example 27B. 

Example 102F 

(l>$^-l-(lJ7-Indol-3-vlniethvlV245-(3-methyl-li:/-indazol-5-yn 

The desired product was prepared as the trifluoroacetate salt by substituting Example 102E 
30 for Example 27B in Example 27C. MS (ESI) m/e 398 (M+W; 'R NMR (DMSO-d^ 300 

MHz) 5 2.55 (s, 3 H) 2.79 (dd, J=14.07, 7.29 Hz, 1 H) 2.99 (dd, 7=14.07, 7.29 1 H) 3.32 (s, 2 
H) 3.40 (m, 1 H) 4.03 (m, 2 H) 6.95 (t, 7=7.46 Hz, 1 H) 7.05 (t^=6.95 Hz, 1 H) 7.21 (d, 
J=2.37 Hz, 1 H) 7.34 (d, 7=7.80 Hz, 1 H) 7.56 (m, 2 H) 7.67 (m, 2 H) 8.08 (s,l H) 8.26 (d, 
J=2.37 Hz, 1 H) 8.54 (d, 7=2.03 Hz, 1 H) 10.85 (s, 1 H) 12.73 (s, 1 H); Anal. Calcd for 
35 C24H33N50-2.25 HCl: C, 59.62; H, 5.31; N, 14.60;. Found: C, 59.62; H, 5.31; N, 14.28. 
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Example 103 

fl^-l-flJy-Indol-3-vlmethvlV2-(543-(lJy-pyrrol-2-vn-lj^^ 

ethylamine 

5 Example 103 A 

5-BrQmo--2-fluoro-benzoic acid 
A mixture of 5-bromo-2-fluorobenzaldehyde (810 mg; 4.0 mmol), 15% NaOH (aq.) (3 mL), 
MeOH (5 mL), and 30% HaO, (5 mL) was stirred at r.t. for 2 hrs., then acidified with 10% 
HCl (aq.). The resulting white solid was collected, rinsed with water, and dried to give the 

10 desired product (670 mg; 77%). 

Example 103B 
5"Bromo-2"fluoro-benzoyl chloride 
Example 103 A (665 mg; 3.0 mmol) in thionyl chloride (7 mL) was heated at reflux for 2 hrs., 
15 concentrated, and azeotroped with toluene to give a colorless oil that was carried on with no 
further purification. 

Example 103C 
(5-Bromo-2-fluoro-phenvn"(lj:/"pyrrol-2-yl)"methanone 
20 A solution of 103B (720 mg; 3.0 mmol), and pyrrole (203 mg; 3.0 mmol) in 1,2- 

dichloroethane (10 mL) at 0 °C was treated portionwise with AICI3, stirred overnight while 
gradually warming to r.t., treated with ice and 1 N HCl, stirred for 1.5 hrs., and extracted with 
CH2CI2. The extracts were rinsed with water and saturated NaHCQ (aq.), dried over Na2S04, 
concentrated, and isolated by flash chromatography (10% EtOAc/hexane) to give the desired 
25 product as a purple solid (252 mg; 31%). 

Example 103D 
5-Br6mo-3-(l jj-pyrrol-2-yl)- IfZ-indazole 
The desired product was prepared by substituting Example 103C for Example 102B in 
30 Example 102C. 

Example 103E 

fl^-l-(l/f-Indol-3-ylmethylV2~(543-(li^-pyrrol-2-yn-lJ74ndazol- 5-v^ 

ethylamine 

35 The desired product was prepared as the trifluoroacetate salt by substituting Example 103D 
for 6-bromoisoquinoline in Example 27. MS (ESI) m/e 449 (MW; 'H NMR (DMSO-d^, 
300 MHz) 5 3.18 (m, 2 H) 3.87 (m, 1 H) 4.20 (dd, 7=10.51, 5.76 Hz, 1 H) 4.38 (m, 1 H) 6.21 
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(m, 1 H) 6.86 (m, 2 H) 7.01 (t, J=7.46 Hz, 1 H) 7.10 (U=7.46 Hz, 1 H) 7.30 (d, J=2.03 Hz, 1 
H) 7.38 (d, J=8.14 Hz, 1 H) 7.67 (m, 4 H) 8.15 (bs, 2 H) 8.26 (s, 1 H) 8.35 (d, J=2.37 Hz, 1 H) 
8.68 (s, 1 H) 11.03 (s, 1 H) 11.38 (s, 1 H) 13.10 (bs, 1 H); Anal. Calcd for C27H24N60-2.5 
TFA: C, 52.39; H, 3.64; N, 1 1.46;. Found: C, 52.26; H, 3.67; N, 11.39. 

5 

Example 104 

fl6^-I-(lij-Indol-3-vlmethvn-2-r5-(3-phenvl-l/f-iada2ol-5-vn-Pvridin-3 -vioxv1-ethvlamine 
The desired product was prepared as the trlfluoroacetate salt by substituting phenyl 

10 magnesium bromide for methyl magnesium bromide in Example 102. MS (ESI) m/e 460 
(M+H)*; 'HNMR (300 MHz, DMSO-D6) 6 ppm 3.17 (m, 2 H) 3.87 (m, 1 H) 4.19 (dd, 
J=10.51, 5.76 Hz, 1 H) 4.38 (m, 1 H) 7.00 (t, ^7.46 Hz, 1 H) 7.09 (t, J=7.46 Hz, 1 H) 7.30 
(d, J=2.37 Hz, 1 H) 7.39 (m, 1 H) 7.44 (d, J=7.12 Hz, 1 H) 7.54 (m, J=7.46, 7.46 Hz, 2 H) 
7.62 (d, >=7.46 Hz, 1 H) 7.72 (s, 2 H) 7.76 (m, 1 H) 8.05 (s, 1 H) 8.08 (s, 1 H) 8.16 (m, 2 H) 

15 8.30 (s, 1 H) 8.36 (d,/=2.71 Hz, 1 H) 8.68 (d, J=1.70Hz, 1 H) 11.03 (s, 1 H) 13.45 (bs, 1 H); 
Anal. Calcd for C^U^^^eO'^ TFA'2 H^O: C, 53.24; H, 4.08; N, 8.87;. Found: C, 52.91; H, 
3.68; N, 8.80. 

20 Example 105 

(15)-2-[5-(3-Cyclopropyi-li?-indazol-5-yl)-pyridin-3-yloxy]-l-(l/f-indol-3-ylmethyl)- 

ethylamine 

The desired product was prepared as the trlfluoroacetate salt by substitutmg cyclopropyl 
magnesium bromide for methyl magnesium bromide in Exanaple 102. MS (ESI) m/e 424 

25 (M+H)*; 'H NMR (300 MHz, DMSO-D6) 5 ppm 1.02 (m, 4 H) 2.36 (m, 1 H) 3.15 (m, 2 H) 
3.86 (m, 1 H) 4.19 (dd, J=10.68, 5.93 Hz, 1 H) 4.37 (dd, J=10.68, 3.22 Hz, 1 H) 7.01 (t, 
J=7.46 Hz, 1 H) 7.10 (t, J^6.95 Hz, 1 H) 7.30 (d, J=2.37 Hz, 1 H) 7.38 (d, .>^8.14 Hz, 1 H) 
7.56 (d, y=8.48 Hz, 1 H) 7.65 (m, 2 H) 7.73 (m, 1 H) 8.12 (s, 1 H) 8.19 (m, 2 H) 8.33 (d, 
J=2.37 Hz, 1 H) 8.63 (d, ^1.36 Hz, 1 H) 11.03 (d, J=2.03 Hz, 1 H) 12.73 (m, 1 H); Anal. 

30 Calcd for C2eH25NsO-2.6 TFA: C, 52.05; H, 3.86; N, 9.73;. Found: C, 52.03; H, 3.89; N, 9.69. 

Example 106 

fl5^-2-r5-(3-Ethvl-lg-indazol-5-vn-PVridin-3-yloxy1-l-(l.g-indol-3-vlmethyn- ethylamine 
35 The desired product was prepared as the trlfluoroacetate salt by substituting ethyl magnesium 
bromide for methyl magnesium bromide in Example 102. MS (ESI) m/e412 (M+H)'^;'H 
NMR (300 MHz, DMSO-D6)5 ppm 1.35 (t, 7=7.63 Hz, 3 H) 2.99 (q, J=7.57 Hz, 2 H) 3.17 
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(m, 2 H) 3.86 (m, 1 H) 4.19 (dd, J=10.85, 6.10 Hz, 1 H) 4.37 (m, 1 H) 7.01 (t, J=7.46 Hz, 1 H) 
7.1 1 (t, J=7.46 Hz, 1 H) 7.30 (d, J=2.37 Hz, 1 H) 7.38 (d, J=7.80 Hz, 1 H) 7.63 (m, 3 H) 7.72 
(m, 1 H) 8.08 (s, 1 H) 8.16 (m, 2 H) 8.33 (d,J=2.71 Hz, 1 H) 8.63 (d, J=1.70 Hz, 1 H) 11.04 
(d, J=2.03 Hz, 1 H) 12.80 (m, 1 H); Anal. Calcd for C^sH^fi^O-lJ TFA: C, 50.76; H, 3.88; 
N, 9.74;. Found: C, 51.09; H, 3.88; N, 9.66. 

Example 107 

(Ly )-l-flij^Indol-3^vlmethvlV2-(5-r3-a-methvl-lJf-lmidazo l-2-vlVlff-indazol-5-yl1- 

pyrid in-3 -y loxv > -ethylam ine 
The desired product was prepared as the trifluoroacetate salt by substituting Ar-methyl-2- 
imidazolyl lithium chloride for methyl magnesium bromide in Example 102. MS (ESI) m/e 
464 (M+Hf; 'H NMR (400 MHz, DMSO-D6) 5 ppm 3.18 (m, 2 H) 3.84 (s, 1 H) 4.07 (s, 3 H) 
4.20 (dd, J=10.59, 5.98 Hz, 1 H) 4.36 (m, 1 H) 7.00 (t,J=7.36 Hz, 1 H) 7.09 (t, 7=7.36 Hz, 1 
H) 7.18 (s, 1 H) 7.31 (d, J=2.15 Hz, 1 H) 7.37 (m, 2 H) 7.64 (m, 2 H) 7.72 (s, 2 H) 8.33 (m, 3 
H) 8.56 (d, J=1.53 Hz. 1 H) 8.63 (s, 1 H) 1 1 .06 (s, 1 H) 13.56 (s, 1 H). 



Example 108 

(15)-l-(lff-Indol-3-ylmethyl)-2-[5-(3-thiazol-2-yl-l//-indazoI-5-yl)-pyridin-3-yloxy]- 

ethylamine 

The desired product was prepared as the trifluoroacetate salt by substituting 2-thiozolyl 
lithium chloride for methyl magnesium bromide in Example 102. MS (ESI) m/e 467 
(M+H)*; 'H NMR (500 MHz, DMSOD6) 5 ppm 3.19 (d, ^7.18 Hz, 2 H) 3.86 (m, 1 H) 4.22 
(dd, ^10.29, 5.93 Hz, 1 H) 4.38 (dd,^10.45, 2.65 Hz, 1 H) 7.01 (t, ^7.49 Hz, 1 H) 7.09 (t, 
J=7.49 Hz, 1 H) 7.31 (d, J^l.56 Hz, 1 H) 7.38 (d,7=8.11 Hz, 1 H) 7.64 (d,y=7.80 Hz, 1 H) 
7.73 (s, 1 H) 7.78 (s, 2 H) 7.79 (d,J=3.12 Hz, 1 H) 8.04 (d, >3.43 Hz. 1 H) 8.28 (s, 2 H) 
8.38 (d. J^2.18 Hz. 1 H) 8.60 (s, 2 H) 11 .04 (s, 1 H) 13.74 (s, 1 H) 

Example 109 

(l^^-2-(5-r3-(ljif-Imidazoi-2-vl)-ljy-indazol-5-yll-pyridin-3-vloxy>-l-(lj?-indQl-3- 

- vlmethvD-ethylamine 
Example 109 A 

(l.S^-ri-(liy-Indol-3-vlmethvlV2-(5-l3-ri-f2-trimethylsilanvl-ethoxymeth yl)-lJf-imidazol-2- 
yn-lij-indazol-5-vl}-pvridin-3-yloxy)-ethyl1-carbamic acid tert-butyl ester 
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The desired product was prepared as the trifluoroacetate salt by substituting N-[2- 
trimethylsllanyl)ethoxy]methyl)-2-imidazolyl lithium chloride for methyl magnesium 
bromide in Example 102 without doing the last step. 

Example 109B 

a5)-2-(5-r3-riif-Imidazol-2-vn-ljy-indazol-5-vn-pvridin-3-vloxv>-l- (lJy-indol-3- 

vimethyn-ethylamine 

A solution of Example 109A (40 mg; 0.06 mmol) in MeOH (4 mL) was treated with cone. 
HCl (1 mL) and heated at reflux for 6 hrs., concentrated and purified by reverse phase HPLC 
on a C 18 column with 0-100% CH3CN/H2O/O.I % TFA to provide the desired product as the 
trifluoroacetate salt. MS (ESI) m/e 450 (M+H)""; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.19 
(d, J=7.17 Hz, 2 H) 3.86 (s, 1 H) 4.22 (dd, 7=10.45, 5.77 Hz, 1 H) 4.37 (dd, J=10.45, 2.96 Hz, 
1 H) 7.00 (t, J=7.49 Hz, 1 H) 7.09 (t,/=7.49 Hz, 1 H) 7.30 (d, J=2.18 Hz, 1 H) 7.38 (d, J=8.1 1 
Hz, 1 H) 7.63 (d, J=8.1 1 Hz, 1 H) 7.76 (s, 1 H) 7.83 (s, 1 H) 7.86 (s, 2 H) 8.26 (bs, 3 H) 8.39 
(d, J=2.50 Hz, 1 H) 8.61 (s, 1 H) 8.72 (s, 1 H) 1 1.04 (s, 1 H) 14.36 (s, 1 H) 

Example 110 

fl.S^-l-flJf-Indol-3-vlmethvn-2-r5-(3-thiophen-2-vl-lg-indazol-5-vn-Pv ridin-3-vloxv1- 

ethylamine 

The desired product was prepared by substituting 2-thiophenyl lithium chloride for 
methylmagnesium bromide in Example 102. MS (ESI) m/e 466 (M+H)""; IHNMR (400 
MHz, DMSO-D6) 5 ppm 3.21 (d, J=7.06 Hz, 2 H) 3.86 (bs, 1 H) 4.23 (dd,/=10.43, 5.83 Hz, 
1 H) 4.38 (m, 1 H) 7.00 (t, J=7.52 Hz, 1 H) 7.10 (t, J=7.06 Hz, 1 H) 7.23 (dd, 7=5.22, 3.68 Hz, 
1 H) 7.31 (d, 7=2.15 Hz, 1 H) 7.39 (d, 7=7.98 Hz, 1 H) 7.59 (d, 7=6.14 Hz, 1 H) 7.64 (d, 
7=7.98 Hz, 1 H) 7.73 (m, 3 H) 7.91 (d, 7=2.76 Hz, 1 H) 8.34 (m, 4 H) 8.67 (s, 1 H) 1 1 .06 (s, 1 
H) 13.39 (s, 1 H) 



Example 111 

(l.S^-l-(ljf-Indol-3-vlmethvn-2-f5-(3-morpholin-4-vl-lif-indazol-5-vl)-Pvridin-3-yloxv1- 

ethylamine 
Example 1 1 1 A 
5-Bromo-3-morpholin-4-vl-liir-indazole 
The reaction between Example 35A and morpholine was carried out according to the 
procedure described by U. Wrzeciono, K. Majewska, J. DudzinskaU^arewicz, M. Bemas, 
Pharmzie, 1986, 41, 472-474. 
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Example 11 IB 

fl6')-l-(lij^Indol-3-vlmethvlV245-(3-morpholin-4-vl-li/4ndazol -5-vlVpvridin-3-vloxy 

ethylamine 

The desired product was prepared by substituting Example 1 1 1 A for 6-bromoisoquinoline in 
Example 27. MS (ESI) m/e 469 (M+H)"-; 'H NMR (300 MHz, DMSO-D6)5 ppm 3.16 (d, 
y=7.12 Hz, 2 H) 3.35 (m, 4 H) 3.81 (m, 4 H) 3.88 (m, 1 H) 4.19 (dd, J=10.68, 5.93 Hz, 1 H) 
4.35 (m, 1 H) 7.01 (t, J=7.46 Hz, 1 H) 7.10 (t, J=7.46 Hz, 1 H) 7.30 (d, J=2.37 Hz, 1 H) 7.38 
(d, J=7.80 Hz, 1 H) 7.48 (d, J=8.82 Hz, 1 H) 7.62 (m, 2 H) 7.72 (m, 1 H) 8.09 (s, 1 H) 8.17 
(m, 2 H) 8.33 (d, J=2.71 Hz, 1 H) 8.65 (d, J=1.70 Hz, 1 H) 1 1.03 (s, 1 H) 12.21 (s, 1 H); Anal. 
Calcd for Q7H2gN602-3.4 TFA: C, 47.41; H, 3.70; N, 9.82;. Found: C, 47.10; H, 3.86; N, 9.95 



Example 112 

(l^-2-r5-fl.3-Dimethvl-lf/-indazol-5-vn-pyridin-3-vloxv1-l- <"m-indol-3-ylmethyn- 

ethylamine 

Example 112 A 
5-Bromo-l ,3-dimethvl-li/-indazole 
Example 102C (500 mg; 2.37 mmol) was added to a mixture of 60% NaH (115 mg; 2.84 
mmol) in DMF (10 mL). After 15 min. at r.t. iodomethane (456 mg; 3.21 mmol) was added, 
the reaction was stirred for 2 hrs then diluted with water and extracted with EtOAc. The 
extracts were rinsed with water and brine, dried QAgSO^), evaporated, and isolated by flash 
chromatography (1:1 Et20:hexane) to give the desired product (360 mg; 67%). 

Example 112B 

The desired product was prepared as the trifluoroacetate salt by substituting Example 1 12A 
for Example 6-bromoisoquinoline in Example 27. MS (ESI) m/e 412 {M+UT; 'H NMR (300 
MHz, DMSO-D6) 5 ppm 2.54 (s, 3 H) 3.18 (m, 2 H) 3.86 (s, 1 H) 4.00 (s, 3 H) 4.20 (dd, 
J=10.51, 6.10 Hz, 1 H) 4.37 (m, 1 H) 7.01 (t,J=7.46 Hz, 1 H) 7.10 (t, J=7.12 Hz, IH) 7.30 (d, 
J=2.37 Hz, 1 H) 7.39 (d, J=7.80 Hz, 1 H) 7.63 (d, J=7.80 Hz, 1 H) 7.73 (m, 2 H) 8.08 (s, 1 H) 
8.18 (m, 3 H) 8.34 (d, 7=2.71 Hz, 1 H) 8.66 (d, 7=1.70 Hz, 1 H) 11.04 (s, 1 H); Anal. Calcd 
for C35H2sN50»2.8 TFA: C, 50.29; H, 3.83; N, 9.58;. Found: C, 50.36; H, 3.84, N, 9.60. 



Example 113 

n6r)-l-(l//-Indol-3-ylmethyn-2-r3-(3-methyl-l./f-indazol-5-yl)- phenoxy1-ethylamine 
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The desired product was prepared as the trifluoroacetate salt by substituting 3-bromophenol 
for 3-bromo-5-hydroxypyridine in Example 102. MS (ESI) m/e 397 (M+H)^; 'HNMR (300 
MHz, DMSO-D6) 5 ppm 2.54 (s, 3 H) 3.17 (m, 2 H) 3.81 (m, 1 H) 4.09 (dd, J=10.51, 5.76 
Hz, 1 H) 4.25 (dd, J=10.51, 3.05 Hz, 1 H) 6.93 (m, 1 H) 7.01 (t, J=7.46 Hz, 1 H) 7.10 (t, 
5 J=7.46 Hz, 1 H) 7.28 (ra, 2 H) 7.37 (m, 3 H) 7.52 (d,>=8.48 Hz, 1 H) 7.61 (m, 2 H) 7.93 (s, 1 
H) 8.15 (bs, 2 H) 1 1.03 (s, 1 H) 12.62 (bs, 1 H) 



Example 114 

10 fl6^-l-(l/Mndol-3-vlmethvn-2-(5-r3-(4-methvl-piperazin-l-vn-l/f-indazol-5- vn-Pvridin-3- 

vloxy} -ethylamine 

Example 114A 
5-Bromo-3-(4-methvl-piperazin-l-vn-lif-indazole 
15 The reaction between Example 35A and iV-methyl piperazine was carried out according to 
the procedure described by U. Wrzeciono, K. Majewska, J. Dudzinska-Usarewicz, M. Bemas, 
Pharmzie, 1986,41,472-474. 

Example 114B 

20 (15^-l-(liy-Indol-3-vlmethvn-2-{5-r3-(4-methvl-piperazin-l-vlVliy-indazol -5-vn-Pvridin-3- 

vloxvl -ethylamine 

The desired product was prepared by substituting Example 1 14A for 6-bromoisoquinoline in 
Example 27. MS (ESI) m/e 482 (M+H)^; 'H NMR (300 MHz, DMSO-D6)5 ppm 2.54 (s, 3 

25 H) 2.90 (m, 2 H) 3.21 (m, 4 H) 3.54 (m, 2 H) 3.83 (m, 1 H) 4.06 (m, 2 H) 4.19 (dd, J=10.68, 
5.93 Hz, 1 H) 4.35 (dd, J=10.51, 2.71 Hz, 1 H) 7.01 (t, J=6.95 Hz, 1 H) 7.10 (t/=7.12 Hz, 1 
H) 7.30 (d, y=2.03 Hz, 1 H) 7.38 (d, J=8.14 Hz, 1 H) 7.51 (d, ^8.82 Hz, 1 H) 7.65 (m, 3 H) 
8.15 (s, 1 H) 8.21 (m, 2 H) 8.33 (d, J=2.71 Hz, 1 H) 8.66 (d,/=1.70 Hz, 1 H) 1 1.04 (s, 1 H) 
12.36 (s, 1 H); Anal. Calcd for C,gH3,N70-4.45 TFA: C, 44.81; H, 3.61; N, 9.91;. Found: C, 

30 44.83;H, 3.53, N, 9.97. 



Example 1 15 

a6^-(5-f5-r2-Amino-3-(lJy-indol-3-vn-propoxv1-pvridin-3-yU-lij'-indazol-3-yl)-dimethyl- 
35 amine 

Example 115A 
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(5-Bromo-lJy-indazol-3-yl)-dimethvl-amine 

The reaction between Example 35A and dimethylamine was carried out according to the 
procedure described by U. Wrzeciono, K. Majewska, J. Dudzinska-Usarewicz, M. Bernas, 
Pharmzie, 1986, 41, 472-474. 

5 

Example 11 SB 

a>S^-(5-|5-r2-Amino-3-(liy-indol-3-yl)"Propoxy1-pvridin-3"yU-li^^^ 

amine 

The desired product was prepared by substituting Example 1 15A for 6-bromoisoquinoline in 
10 Example 27. MS (ESI) m/e 427 (M+H)^; NMR (300 MHz, DMSO-D6)5 ppm 3,04 (s, 6 
H) 3.16 (m, 2 H) 3.86 (s, 1 H) 4.19 (m, 1 H) 4.36 (m, 1 H) 7.01 (t, J=6.95 Hz, 1 H) 7.10 (t, 
J-7.12 Hz, 1 H) 7.30 (d, J=2.37 Hz, 1 H) 7.38 (d, J-8.14 Hz, 1 H) 7.45 (d/=8.82 Hz, 1 H) 
7.61 (m, 2 H) 7.73 (s, 1 H) 8.07 (s, 1 H) 8.17 (m, 2 H) 8.33 (d, J=2.37 Hz, 1 H) 8.62 (d, 
J=\ .36 Hz, 1 H) 1 1 .03 (s, 1 H) 12.04 (s, 1 H); Anal. Calcd for C^^.K^^Q^'^ TFA: C, 46.55; 
15 H, 3.60; N, 10.18;. Found: C, 46.71; H, 3.65, N, 10.02. 

Example 116 

(liS^-(4-(5-(2"Amino-3"(l/f-indol-3-yl)-propoxy)-pyridin-3-'yl>benzyn"phenyl--amine 

20 Example 116A 

(liS0-r2-r5"(4-Formyl-phenyl)-pyridin-3-yloxyVl-(l/^indol-3-ylmethylVethyll-carba^ acid 

rerr-butyl ester 

The desired product was prepared by substituting 4-formylphenylboronic acid for 4- 
cyanophenylboronice acid in Example 22. MS: (ESI) m/z 472 (M + H)^. 

25 

Example 116B 

(16^-{l-(ljy-Indol-3"ylmethyl)"245"(4-phenylaminomethyl-phenyl>pyridin-3-yloxyVeth 

carbamic acid rer^butyl ester 
A solution of Example 11 6A (0.03 g, 0.06 mmol) in 2 mL of MeOH was cooled to O'C then 
30 treated with aniline (0.018 g 0.2 mmol), NaBHsCN (0.004 g, 0,06 mmol) and AcOH (1 ml). 
The mixture was allowed to warm to room temperature overnight. The mixture was diluted 
with ethyl acetate (20 ml), washed with water (10 ml) and brine (10 ml). The ethyl acetate 
was evaporated off and the residue was used without further purification. 

35 Example 116C 

(liS^-(4-(5-(2-AminO"3-niir-indol-3"yl)-propoxvVpyridin-3-vn-benzvl)-phenyl^ 
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The desired product was prepared by substituting Example 1 1 6B for Example 27B in 
Example 27C. MS: (ESI) (M + H)^ m/z = 449. IH NMR (500 MHz, DMSO-D6)5 ppm 3.82 
(m, 7 H) 4.18 (m, IH) 4.32 (d, J-4.06 Hz, 2 H) 6.55 (d, J-32.76 Hz, 1 H) 6.59 (d, J=7,49 Hz, 
1 H) 6.89 (d, J=7.49 Hz, 1 H) 7.04 (m, 3 H) 7.18 (m, IH) 7.29 (d, J=2.50 Hz, 1 H) 7.37 (d, 
5 J-7.80 Hz, 1 H) 7.48 (d, J=8.1 1 Hz, 1 H) 7.62 (m, 3 H) 8.31 (bs, 3 H) 8.52 (d, J=L56 Hz, 1 
H) 11.04 (d,J=L87 Hz, 1 H) 



Example 117 

10 fig),(4.(5-(2-Amino-3-ni:/-indol-3-vn-propoxvVpvridin>-3-vn--phenyl)-methanol 

Example 117A 

( l>y)-{2-r5-(4-Hydroxymethvl-pheny l)-pvridin-3-yloxvM -phenyl-ethy 1} -carbamic acid tert- 

15 butyl ester 

Example 1 16A (0.03 g, 0.06 mmol) was dissolved in 2 mL of MeOH and cooled to 0 °C, then 
treated with NaBH4 (0.003 g, 0.08 mmol). The mixture was allowed to warm to room 
temperature over 2 h. The mixture was diluted with ethyl acetate (20 ml), washed with water 
(10 ml) and brine (10 ml). The ethyl acetate was evaporated off and the residue was used 

20 without further purification. 

Example 11 78 

(l^-(4,(5^(2-Amino-3-(l//-indol-3-yl)-propoxy)-pyridin-3-yn-phenyD-methanol 
The desired product was prepared by substituting Example 1 17A for Example 27B in 
25 Example 27C. MS: (ESI) m/z 374 (M + H)""; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.15 
(m, 4 H) 3.72 (m, 1 H) 4.16 (dd, J=10.29, 5.93 Hz, 1 H) 4.29 (m, 1 H) 4.55 (s, 2 H) 5.29 (s, 1 
H) 6.99 (t, J=7.02 Hz, 1 H) 7.09 (t, J-7.02 Hz, 1 H) 7.28 (d,J=2.18 Hz, 1 H) 7.37 (d, J=8.11 
Hz, 1 H) 7.43 (d, J-8.42 Hz, 2 H) 7.59 (m, 1 H) 7.64 (dd,J=10.61, 8.42 Hz, 3 H) 8.30 (d, 
J-2.81 Hz, 1 H) 8.51 (d, J=1.56 Hz, 1 H) 11.03 (s, 1 H) 

30 

Example 118 

fl>y)-2-(5-(4-Fluoro-phenylV pyridin-3-yloxy)-l-fl//-indol-3-ylmethylVethylamine 
The desired product was prepared by substituting 4-fluorophenylboronic acid for 4- 
35 cyanophenylboronice acid in Example 22. MS: (ESI) m/z 362 (M + H)^; IH NMR (500 MHz, * 
DMSO-D6) 5 ppm 3.09 (m, 2 H) 3.17 (d, J=4.68 Hz, 1 H) 3.71 (s, 1 H) 4.12 (dd/=10.29, 
6.24 Hz, 1 H) 4.26 (dd, y-10.29, 3.43 Hz, 1 H) 6.99 (t, J=7.49 Hz, 1 H) 7.09 (m, 1 H) 7.26 (d. 
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^2.18 Hz, 1 H) 7.34 (m, 3 H) 7.59 (m, 2 H) 7.74 (m, 2 H) 8.32 (d, J=2.50 Hz, 1 H) 8.50 (d, 
^=1.87 Hz, 1 H) 10.97 (s, 1 H). 



Example 119 

5 n^-4-(5-('2-Amino-3-(li/-indol-3-vn-propoxy)-pvr idin-3-vn-benzoicacid 

The desired product was prepared by substituting 4-hydroxycarbonylphenylboronic acid for 
4-cyanophenyiboronice acid in Example 22. MS (ESI) m/z 388 (M + H)^; IH NMR (500 
MHz, DMSO-D6) 5 ppm 3.17 (m, 1 H) 3.84 (m, 1 H) 4.20 (m, 1 H) 4.35 (m, 1 H) 7.00 (t, 
>=6.86 Hz, 1 H) 7.10 (t, J=7.02 Hz, 1 H) 7.30 (d, J=2.18 Hz, 1 H) 7.38 (d, J=8.1 1 Hz, 1 H) 

10 7.63 (d, J=7.49 Hz, 1 H) 7.68 (m, 1 H) 7.83 (d, J=8.42 Hz, 1 H) 8.04 (m, 2 H) 8.26 (s, 3 H) 
8.38 (d, J=2.50 Hz, 1 H) 8.59 (d, J=1.87 Hz, 1 H) 1 1.02 (d, J=1.87 Hz, 1 H) 

Example 120 

15 d5^-2-(3-Bromo-S-isoquinolin-6-vl-phenoxvoxyVl-ajj^-indo l-3-vlmethvn-ethylamine 
Step 1. 

Example 120 A 

(2^-ri-(3.5-Dibromo-phenoxvmethvn-2-(li/-indol-3-vn-ethvn-car bamicacidtert-butyl 

20 ester 

A solution of 3,5-dibromo-phenol (1 g, 4.1 mmol), (2-hydroxy-l-phenyl-ethyl)- carbamic 
acid tert-butyl ester (1.2 g, 4.1 mmol), and triphenylphosphine (1.6 g, 2 mmol) in THF (30 
mL) was stirred at 0 °C for 30 min. To the niixture was added a solution of di-r-butyl 
azidodicarboxylate (1.45 g, 9.2 mmol) in 5 ml of THF. The mixture was allowed to warm to 

25 room temperature then stirred at room temperature for 20h. The THF was evaporated off and 
. the residue was taken into ethyl acetate (75 pil), washed with saturated sodium bicarbonate 
(50 ml) water (50 ml) and brine (50 ml). The ethyl acetate was evaporated of and the residue 
was purified by flash column chromatography on silica gel, eluting with a solvent gradient of 
1:4 to 1:1 ethyl acetate/hexane. Recovered 1.33 g of product (64 %). 

30 

Example 120B 

f26^-ri-(3-Bromo-5-isoquinolin-6-vl-phenoxvmethvlV2-(17j-in dol-3-vn-ethvn-carbamic 

acid ter^butvl ester 

A solution of Example 120A above (0.6 g, 01.1 mmol) and 6-trimethylstannanyl-isoquinoline 
35 (0.26 g, 1 mmol) in 5 mL of DMF was treated with Pd2(dba)3 (0.1 g, 0.1 mmol), P(o-tol) 3 
(0.07 g, 0.2 mmol), and TEA (0.3 mL, 2.3 mmol). The reaction was heated to 95°C for 6.5 h, 
then cooled and diluted with ethyl acetate (75 ml), washed with saturated sodium bicarbonate 
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(50 ml) water (50 ml) and brine (50 ml). The ethyl acetate was evaporated off and the residue 
was purified by flash column chromatography on silica gel, eluting with a solvent gradient of 
1:4 to 1:1 ethyl acetate/hexane. 
0.2 g of product (30 %). MS (ESI) m/z 572 (M + H)^ 

Example 120C 

ai$^-2-G-BromO"5-isoquinolin-6-v[-phenoxvoxv)-l"(ljy-indol"3-ylm ethvlVethvl^ 
The desired product was prepared by substituting Example 120B for Example 27B in 
Example 27C. MS (ESI) m/z 472 (M + H)''; NMR (500 MHz, DMSO-D6) 5 ppm 2.87 (d, 
J-6,55 Hz, 1 H) 3.00 (d, J=6.55 Hz, 1 H) 3.47 (m, 2 H) 3.99 (dd, J-9.67, 6.24 Hz, 1 H) 4.07 
(d, J=4.37 Hz, 1 H) 6.96 (t, J=7.02 Hz, 1 H) 7.06 (t, J-7.02 Hz, 1 H) 7.22 (d,J=2.18 Hz, 1 H) 
7.24 (m, 1 H) 7.35 (d, J=8.11 Hz, 1 H) 7.41 (m, 1 H) 7.58 (d,J-7.80 Hz, 1 H) 7,62 (s, 1 H) 
7.89 (d, J-5.93 Hz, 1 H) 8.00 (dd, J=8.42, 1.87 Hz, 1 H) 8.21 (d, J=8.73 Hz, 1 H) 8.32 (s, 1 H) 
8.54 (d, y-5.62 Hz, 1 H) 9.35 (s, 1 H) 10.87 (s, 1 H) 

Example 121 

N4-(3-f5-(2-Amino-3-(lH-indol-3-vn-propoxvVpvridin-3-yn-phenvlVpvrimidine-2,4- 
diamine 

Example 121 A 

(l»S^-r2-r5-f3-Amino~phenyn-pyridin-3-vloxv>l-ri^-indol-3~vlmethyl)-ethvn-^ 

^er/-butyl ester 

The desired product was prepared by substituting 3-aminophenylboronic acid for 4- 
cyanophenylboronice acid in Example 22. 

Example 12 IB 

(16^-r2-{543-f2-Amino-pvrimidin-4~vlaminoVphenylVpyridin-3-yloxv>-l-(lJy-indol-3- 
vlmethyD-ethyll-carbamic acid ^grr-butyl ester 
A mixture of Example 121A (0.07 g, 0.153 mmol) and 4-chloro-2-pyrimidinylamine (0.021 g, 
0.163 mmol) was dissolved in EtOH (ImL). The mixture was heated to 80°C overnight then 
cooled and evaporated. The product was used without flirther purification. 

Example 12 IC . . 

(l»g)-r2-r5-f3-Amino-phenvO-pyridin-3-yloxyVl-(liy-indol-3-ylmethyn-ethyn-carbamic acid 

fer^butyl ester 

The desired product was prepared by substituting Example 12 IB for Example 27B in 
Example 27C. MS (ESI) m/z 452 (M + H)^. ^H NMR (500 MHz, DMSO-D6) 5 ppm 3.17 (m. 
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2 H) 3.85 (m, 1 H) 3.97 (s, 1 H) 4.19 (m, 1 H) 435 (m, 1 H) 6.35 (d/=6.86 Hz, 1 H) 7.00 (t, 
J=7.49 Hz, 1 H) 7.10 (m, 1 H) 7.29 (d, J=2.18 Hz, 1 H) 7.38 (d, J=8.11 Hz, 1 H) 7.52 (m, 
J=7.80 Hz, 2 H) 7.62 (d, J=7.80 Hz, 1 H) 7.66 (m, 1 H) 7.88 (d, J=7.18 Hz, 1 H) 8.25 (d, 
J=4.37 Hz, 2 H) 8.38 (d, J=2.50 Hz, 1 H) 8.58 (d, J=l .56 Hz, 1 H) 10.73 (s, 1 H) 1 1 .02 (d, 
5 J=1.87Hz, IH). 

Example 122 

fl6^-3-(2-Amino-3-(lJy-inidol-3-vn-propoxvV5-isoqumolin -6-vl-phenvlamine 

10 

Example 122 A 

(liy)-r2-r3-(Benzhvdrylidene-amino)-5-isoquinolin-6-yl-phenoxvl-l-(l//-indol-3-v lmethvl)- 

ethyll-carbamic acid tert-butyi ester 
A solution of Example 120B (0.165 g, 0.29 mmol) and benzophenone imine (0.1 mL, 0.6 
15 mmol) in 5 mL of toluene was treated with Pd^dbaj (0.026 g, 0.028 mmol), BINAP (0.036 g, 
0.058 mmol) and sodium /butoxide (0.042 g, 0.44 mmol). The reaction was heated to 80''C 
overnight then to 95 °C for 24 h. The mixture was cooled and filtered through celite. The 
residue was purified by flash column chromatography on silica gel, eluting with 1:1 ethyl 
acetate/hexane. Recovered 0.175 g of product (90 %). MS (ESI) m/z 673 (M+ H)*. 

20 

Example 122B 

(15^-3-(2-Amino-3-(17J-indol-3-v0-propoxy)-5-isoquinolin-6-yl-phenvlamine 
A solution of Example 122A (0.175 g, 0.26 mmol) in 2 mL of THE was cooled to 0°C then 
treated with 1 mL of 3N HCl. The mixture was stirred at 0 °C for 1 5 minutes then at room 

25 temperature for 4 h. The mixture was evaporated and the residue was purified by flash 
column chromatography on silica gel, eluting with 10 % methanol in methylene chloride. 
Recovered 0.029 g of product (23 %). MS (ESI) m/z 408 (M + H)*; 'H NMR (500 MHz, 
DMSO-D6) 5 ppm 3.20 (m, 2 H) 3.77 (m, 1 H) 4.12 (d,J=5.62 Hz, 1 H) 4.21 (d, J=3.43 Hz, 1 
H) 6.58 (s, 1 H) 6.86 (m, 1 H) 6.95 (s, 1 H) 7.01 (m, 1 H) 7.08 (d, J=7.18 Hz, 1 H) 7.29 (d, 

30 J=2.1 8 Hz, 1 H) 7.37 (d, J=8.1 1 Hz, 1 H) 7.66 (d, /=7.80 Hz, 1 H) 8.13 (d,J=8.73 Hz, 1 H) 
8.38 (d, J=6!24 Hz, 1 H) 8.43 (s, 1 H) 8.52 (m, 3 H) 8.65 (d,J=6.24 Hz, 1 H) 9.78 (s, 1 H) 
11.06(d, J=1.87Hz, 1 H) 

35 Example 123 

4-(5-Isoquinolin-6-vl-Pvridin-3-yi)-piperazine-l-carboxylic acid ferr-butyl ester 
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Example 123A 

4-(5-BromO"pvridin-'3-yl>piperazine-l-carboxylic acid tert-huty\ ester 
A solution of the 3,5-dibromo-pyridine (12.8 g, 68.8 mmol) and piperazine-l-carboxylic acid 
tert butyl ester (10 g, 42,4 mmol) in 200 mL of dioxane was treated with Pd^dba)3 (5 g, 5.5 
mmol), 2-(di-/butyl-phosphino)biphenyl (4 g, 13.4 mmol), and sodium /-butoxide (7.2 g, 75 
mmol). The reaction was heated to 95 °C for 8 h then cooled and filtered through celite. The 
mixture was evaporated and the residue was purified by flash column chromatography on 
silica gel, eluting with a solvent gradient of 1 :4 ethyl acetate/hexane to 100 % ethyl acetate. 
Recovered 2.9 g of product (20 %). MS (ESI) m/z 344 (M + H)"*. 

Example 123B 

4-r5--Isoquinolin-6"yl-pyridin-3-yl)-piperazine-l-carboxylic acid tert-huty\ ester 
The desired product was prepared by substituting Example 123 A for Example 27A in 
Example 123B. MS (ESI) m/z 408 (M + H)^; NMR (500 MHz, CHLOROFORM-D)5 
ppm L50 (m, 9 H) 3.29 (m, 4 H) 3.65 (m, 4 H) 7.46 (m, 1 H) 7.72 (d/=5.62 Hz, 1 H) 7.83 (d, 
>=1.87 Hz, 1 H) 7.99 (s, 1 H) 8.09 (d, J=8.74 Hz, 1 H) 8.37 (d, J=2.81 Hz, 1 H) 8.46 (d, 
y=1.87 Hz, 1 H) 8.59 (d, ^=5.93 Hz, 1 H) 9.31 (s, 1 H). 

Example 124 
6-(5-Piperazin"l-yl-pyridin-3-yl)-isoquinoline 
The desired product was prepared by substituting Example 123 for Example 27B in Example 
27C. MS (ESI) m/z 291 (M + H)^; ^H NMR (500 MHz, Solvent) 5 ppm 3.47 (m, 4 H) 3.79 
(m, 4 H) 8.30 (m, 1 H) 8.39 (dd, J=8.58, 1.72 Hz, 1 H) 8.49 (d, J=6.55 Hz, 1 H) 8.57 (d, 
y=2.50 Hz, I H) 8.63 (m, 2 H) 8.70 (m, 2 H) 9.78 (s, 1 H). 

Example 125 

(f2S)-2-Amino>5-(5-(2-amino-3-(li:r-indQl-3-ylVpropoxy)-pyridin-3-yn-phenvl-(3-chto^^ 

phenyl-methanone 

The title compound was prepared by substituting 2-amino-5-iodo-3'-chloro benzophenone for 
Example 32 A in Example 32. MS (ESI) m/z 291 (M + H)^; ^H NMR (500 MHz, DMSO-D6) 
5 ppm 3.15 (m, 2 H) 3.81 (m, 1 H) 4.11 (m, 1 H) 4.26 (m, 1 H) 7.00 (m, 2 H) 7.09 (m, 1 H) 
7.27 (m, 1 H) 7.39 (m, 2 H) 7.60 (m, 4 H) 8.21 (m, 1 H) 8.32 (m, 3 H) 1 1.07 (m, 1 H). 
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Example 126 

(15)-iV6-(3-f5-f2-Amino-3-a//-indol-3-vlVpropoxvVpvridin-3-vlV phenvn-9ff-purine-2,6- 

diamine 

The title compound was prepared by substituting 6-Chloro-9i7-purin-2-ylamine for 4-chloro- 
2-pyrimidinylamine in Example 121. MS (ESI) m/z 492 (M + H)^; 'H NMR (400 MHz, 
DMSO-D6) 5 ppm 3.18 (d, J=8.29 Hz, 2 H) 3.83 (m, 1 H) 4.01 (m, 1 H) 4.19 (m, 1 H) 4.36 
(m, 1 H) 7.01 (m, 2 H) 7.09 (t, .^=7.06 Hz, 1 H) 7.16 (s, 1 H) 7.30 (m, 2 H) 7.38 (d, J=8.29 Hz, 
1 H) 7.63 (m, 2 H) 8.18 (s, 2 H) 8.30 (m, 2 H) 8.35 (d, 7=2.45 Hz, 1 H) 8.56 (d, ^1.84 Hz, 1 
H) 11.02 (s, 1 H). 

Example 127 

(3-(5-((25^-2-Amino-3-ri//-indol-3-vn-propoxvVpvridin-3-vn-phenvl)-p vrimidin-2vl-amine 
The title compound was prepared by substituting 2-chloropyrimidine for 4-chloro-2- 
pyrimidinylamine in Example 121 . MS (ESI) m/z 437 (M + H)*; 'H NMR (500 MHz, . 
DMSO-D6) 5 ppm ll7 (d, J=5.30 Hz, 1 H) 4.06 (q, J=5.30 Hz, 5 H) 6.86 (t, J=4.84 Hz, 2 H) 
6.96 (d, y=7.18 Hz, 1 H) 7.05 (s, 1 H) 7.26 (m, 1 H) 7.34 (d,7=8.11 Hz, 1 H) 7.40 (t, J=7.96 
Hz, 1 H) 7.54 (m, 1 H) 7.55 (s, 1 H) 7.85 (m, 2 H) 8.07 (t, 7=1.72 Hz, 1 H) 8.30(d, 7=2.50 Hz, 
1 H) 8.44 (d, ^1.87 Hz, 1 H) 8.50 (d, 7=4.68 Hz, 2 H) 9.68 (s, 1 H) 10.85 (s, 1 H). 

Example 128 

(3-(5-((25^-2-Amino-3-(lij-indol-3-vl')-propoxv)-pvridin-3-vl)-phenvn-thiazol-2 vl-amine 
The title compound was prepared by substituting 2-chlorothiazole for 4-chloro-2- 
pyrimidinylamine in Example 121 . MS (ESI) m/z 442 (M + Hf; 'H NMR (500 MHz, 
DMSO-D6) 5 ppm 3.16 (m, 3 H) 4.16 (m, 1 H) 4.34 (m, 1 H) 6.94 (d,7=3.74 Hz, 1 H) 7.01 
(m, 1 H) 7.10 (m, 1 H) 7.22 (m, 1 H) 7.28 (dd,7=7.96, 2.96 Hz, 2 H) 7.38 (d,7=8.42 Hz, 1 H) 
7.42 (d, 7=7.80 Hz, 1 H) 7.57 (ra, 1 H) 7.62 (d, 7=8.11 Hz, 1 H) 8.02 (s, 1 H) 8.14 (s, 2 H) 
8.35 (d, J=2.50 Hz, 1 H) 8.48 (d,7=1.87 Hz, 1 H) 10.31 (s, 1 H) 11.01 (s, 1 H). 

Example 129 

jV,(3-(5-((26^-2-Amino-3-(l.H'-indol-3-vl)-propoxy)-pyridin-3-vn-phenyl)-acetamide 

Example 129 A 

(l.S^-r2-r5-(3-Acetvtamino-phenvl)-pvridin-3-yloxy1-l-(l/f-indol-3-vlmethvl)-ethyn- 

carbamic acid ter/-butyl ester 
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Example 121 A (0.05 g, 0.11 mmol) was taken in methylene chloride (1.5 mL) and treated 
with acetic anhydride (0.2 mL, 2.1 mmol) and triethylamine (0.1 mL, 0.77 mmol). The 
mixture was stirred overnigiit at room temperature then diluted with methylene chloride (25 
mL) and washed with water (15 mL) and brine (15 mL). The mixture was evaporated and 
5 used without further purification. 

Example 129B 

jV,(3-(5,((23^-2-Amino-3-(lif-indol-3-vl)-propoxv)--pyridin-3--vn-phenvn-acetamide 
The desired product was prepared by substituting Example 129A for Example 27B in 
10 Example 27C. MS (ESI) m/z 401 (M + H)"*; NMR (400 MHz, DMSO-D6) 5 ppm 2.07 (m, 
3 H) 3.16 (m, 3 H) 4.16 (m, 1 H) 4.33 (m, 1 H) 7.01 (m, 1 H) 7.10 (m, 1 H) 7.29 (m, 1 H) 7.38 
(m, 3 H) 7.55 (m, 2 H) 7.62 (m, 1 H) 7.99 (m, 1 H) 8.14 (m, 2 H) 8.35 (m, 1 H) 8.48 (m, 1 H) 
10.06 (m, 1 H) 11.01 (m, 1 H). 

15 Example 130 

6-.(5-(4-(l//-Indol-3-vlmethylVpiperazin-l-vn-pvridin-3-vn-isoquinoline 
The title compound was prepared by substituting Example 124 for aniline, and 3- 
formylindole for Example 1 16A in example 1 16B. MS (ESI) (m/z 420M + H)^;'!! NMR 
(400 MHz, DMSO-D6) 5 ppm 1.89 (s, 2 H) 2.50 (m, 4 H) 2.60 (m, 4 H) 7.02 (m, 2 H) 7.27 (d, 

20 J-2.46 Hz, 1 H) 7.36 (d, J=7.98 Hz, 1 H) 7.68 (m, 2 H) 7.87 (d, J-5.83 Hz, 1 H) 8.05 (dd, 

J=8.59, 1.53 Hz, 1 H) 8.22 (d, J=8.90 Hz, 1 H) 8.34 (m, 2 H) 8.44 (d, J=1.84 Hz, 1 H) 8.54 (d, 
J=5.83 Hz, 1 H) 9.35 (s, 1 H) 10.93 (s, 1 H). 

25 Example 131 

3-(f2iy)-2-Amino-3-(lH-indol-3-vD-propoxv)-5-isoquinolin-6-yl"benzoicacid 

Example 131 A 

3-^(26^-2^^gr^Butoxvcarbonylamino-3-(lif-indol-3-vl)-propoxy^-5-isoquinolin-6-yl-benz 

30 acid 

A solution of Example 120 (0.2 g, 0.3 mmol) 6 mL of DMF was treated with Pd(dppf)f:i2 
(0.039 g, 0.07 mmol), Pd(OAc)2 (0.016 g, 0.07 mmol), ammonium hydroxide (0.15 mL), and 
triethylamine (0.5 mL, 3.9 mmol). The reaction was heated to 80°C after which CO was 
bubbled through for 30 minutes. The mixture was heated to 80 °C overnight then cooled, 

35 neutralized with HCl and washed with ethyl acetate. The water was evaporated off to yield 
the product. MS (ESI) m/z 538 (M + Hf, 
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Example 13 IB 

3-((26^-2-Amino-3-(lH-indol-3-yl')-propoxy)-5-lsoquinolin-6-yl-benzoicacid 
The desired product was prepared by substituting Example 13 1 A for Example 27B in 
Example 27C. MS (ESI) m/z 438 (M + H)-"; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.14 (m, 
3 H) 4.20 (m, 1 H) 4.35 (d, J=2.81 Hz, 1 H) 7.02 (m, 1 H) 7.09 (d,7=8.1 1 Hz, 1 H) 7.30 (d, 
7=2.50 Hz, 1 H) 7.38 (d, J^S.l 1 Hz, 1 H) 7.63 (m, 2 H) 7.68 (s, 1 H) 8.04 (s, 1 H) 8.11 (m, 2 
H) 8.18 (s, 3 H) 8.36 (d, 7=8.73 Hz, 1 H) 8.42 (s, 1 H) 8.61 (d/=5.93 Hz, 1 H) 9.53 (s, 1 H) 
11.02(d, J=1.56Hz, 1 H). 




Example 132 

4-f5-('(25^-2-Amino-3-(ljj-indol-3-vl)-propoxyVpyridin-3-yl)-phenylamine 
The desired product was prepared by substituting 4-aminophenylboronic acid for 4- 
cyanophenylboronice acid in Example 22. MS (ESI) m/z 359 (M + H)*; 'H NMR (500 MHz, 
DMSO-D6) 5 ppm 3.16 (m, 2 H) 3.90 (d, J=63.33 Hz, 3 H) 4.16 (dd, 7=10.61, 6.24 Hz, 1 H) 
4.33 (m, 1 H) 6.77 (d, 7=8.42 Hz, 1 H) 7.01 (m, 1 H) 7.1 1 (s, 1 H) 7.29 (d, 7=2.18 Hz, 1 H) 
7.38 (d, ^8.1 1 Hz, 1 H) 7.47 (d,7=8.42 Hz, 1 H) 7.61 (ra, 2 H) 8.17 (s, 2 H) 8.24 (d,7=2.50 
Hz, 1 H) 8.50 (d, 7=1 .56 Hz, 1 H) 11 .02 (s, 1 H). 

Example 133 

jV-r4-(5-f(25^-2-Amino-3-(lj/-indol-3-yl)-propoxv)-pvridin-3-yl)-phenyIVacetamide 
The desired product was prepared by substituting Examplel32 for Example I21A in Example 
129. MS (ESI) m/z 401 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.17 (d,7=6.86 
Hz, 5 H) 4.18 (d, 7=5.93 Hz, 1 H) 4.32 (d, 7=3.12 Hz, 1 H) 7.01 (m, 1 H) 7.09 (d/=7.18 Hz, 
1 H) 7.29 (d, 7=2.18 Hz, 1 H) 7.38 (d, 7=8.1 1 Hz, 1 H) 7.58 (d, ^2.18 Hz, 1 H) 7.65 (m, 4 H) 
8.28 (m, 4 H) 8.51 (d, 7=1.25 Hz, 1 H) 10.10 (§ 1 H) 11.03 (d, 7=1.25 Hz, 1 H). 

Example 134 

iV6-(4-(5-(f25^-2-Amino-3-(lif-indol-3-yl)-propoxy)-pvridin-3-vn-phenvn-9iy-purine-2,6- 

diamine 

The title compound was prepared by substituting Example 132 for Example 121 A in 
Example 126. MS (ESI) m/z 492 (M + H)*; 'H NMR (500 MHz, DMSO-D6)5 ppm 2.51 (m. 
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3 H) 3.16 (t, J=7.49 Hz, 1 H) 3.91 (d, J=53.97 Hz, 2 H) 4.19 (dd, 7=10.76, 6.08 Hz, 1 H) 4.35 
(dd, J=10.76, 2.96 Hz, 1 H) 7.01 (t, J=7.18 Hz, 1 H) 7.1 1 (t, J=7.02 Hz, 1 H) 7.30 (d, /=2.1 8 
Hz, 1 H) 7.39 (d, J=8.1 1 Hz, 1 H) 7.64 (m, 2 H) 7.74 (d, J=8.73 Hz, 1 H) 8.02 (d, J=8.42 Hz, 
1 H) 8.20 (d, J=3.74 Hz, 2 H) 8.26 (s, 1 H) 8.34 (d,J=2.50 Hz, 1 H) 8.58 (d, 7=1. 56 Hz, 1 H) 
5 10.52 (s, 1 H) 11.03 (d, J=1.87 Hz, 1 H). 



Example 135 

/^4-(4-(5-((2.S)-2-Amino-3-(l//-indol-3-ylVpropoxvVpvridin-3-vlVphenylVpyrimidine-2,4- 

10 diamine 

The title compound was prepared by substituting Example 132 for Example 121 A in 
Example 121. MS (ESI) m/z 452 (M + H)^; 'H NMR (500 MHz, DMSO-D6)5 ppm 3.16 (d, 
J=7.18 Hz, 2 H) 3.86 (m, 2 H) 4.18 (m, 1 H) 4.33 (d,J=3.12 Hz, 1 H) 6.35 (d, J=7.18 Hz, 1 H) 
7.01 (t, J=7.33 Hz, 1 H) 7.10 (t, J=7.02 Hz, 1 H) 7.29 (d, J=2.18 Hz, 1 H) 7.39 (d, 7=8.11 Hz, 

15 1 H) 7.62 (dd, J=4.52, 2.03 Hz, 2 H) 7.73 (d, J=8.73 Hz, 2 H) 7.88 (d, J=7A9 Hz, 2 H) 8.20 (s, 
3 H) 8.34 (d, J=2.81 Hz, 1 H) 8.56 (d, J=1.87 Hz, 1 H) 10.69 (s, 1 H) 11.02 (d/=i.87 Hz, 1 
H). 



20 Example 136 

(4-(5-((26^-2-Amino-3-(17j-indoI-3-vl)-propoxy)-pyridin-3-vn-phenyl)-pvrimidin-2-yl-amine 
The title compound was prepared by substituting Example 132 for Example 121 A in 
Example 127. MS (ESI) m/z 437 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.94 (d, 
J=6.55 Hz, 1 H) 3.04 (m, 1 H) 3.17 (d, ^3.74 Hz, 1 H) 3.55 (m, 1 H) 4.04 (dd/=9.83, 6.40 

25 Hz, 1 H) 4.16 (dd,^9.98, 4.06 Hz, 1 H) 6.88 (t, J=4.84 Hz, 1 H) 6.98 (t, J=7.49 Hz, 1 H) 

7.08 (t, ^7.64 Hz, 1 H) 7.24 (d, J=2.18 Hz, 1 H) 7.36 (d, J=8.1 1 Hz, 1 H) 7.55 (m, 1 H) 7.59 
(d, 7=7.80 Hz, 1 H) 7.64 (d, J=8.73 Hz, 2 H) 7.90 (d, J=9.05 Hz, 2 H) 8.25 (d, 7=2.81 Hz, 1 
H) 8.49 (d, J=1.56 Hz, 1 H) 8.52 (d, J=4.99 Hz, 2 H) 9.78 (s, 1 H). 



30 



Example 137 

3-((26^-2-Ajnino-3-(lii/-indol-3-yl)-propoxy)-5-isoquinolin-6-yl-benzonitrile 




-97- 



wo 03/051366 PCTAJS02/39915 

Example 137A 

n»S^42-(3-Cvano-5-isoquinolin-6-yl-phenoxvVl-ai/-indol-3-vlmet^^^ acid 

/grr-butvl ester 

A solution of Example 120 (0.15 g, 0.3 mmol) 3 mL of dioxane and 1 mL of DMF was 
5 treated with Pd(PPh3)4 (0.030 g, 0.026 mmol), and zinc cyanide (0.037 g, 0.3 mmol). The 
reaction was heated to 95 °C for 3 days. The mixture was diluted with ethyl acetate (25 mL) 
and washed with water (15 mL) and brine (15 mL). The mixture wa3 evaporated and the 
residue was purified by flash column chromatography on silica gel, eluting 1:1 ethyl 
acetate/hexane. Recovered 0.108 g of product (79 %). MS (ESI) m/z 519 (M + H)-". 

Example 137B 

3-((2^-2-Amino-3~(lJ7-indol-3-yl)-propoxy)--5-isoquinolin-6-vl-benzonitrile 
The desired product was prepared by substituting Example 137A for Example 27B in 
Example 27C. MS (ESI) m/z 419 (M + H)^; NMR (500 MHz, DMSO-D6)5 ppm 2.95 (d, 
15 J-6.55 Hz, 1 H) 3.05 (dd, J=14,35, 7.18 Hz, 1 H) 3.57 (m, 1 H) 4.07 (m, 1 H) 4.16 (d/=4.06 
Hz, 1 H) 6.96 (t, J=7.18 Hz, 1 H) 7.06 (t, J=7.18 Hz, 1 H) 7.23 (d,>=2.18 Hz, 1 H) 7.34 (d, 
J=8.1 1 Hz, 1 H) 7.50 (s, 1 H) 7.58 (d, J-7.80 Hz, 1 H) 7.73 (s, 1 H) 7.87 (d, ^^5,93 Hz, 1 H) 
7.93 (s, 1 H) 8.04 (dd, J=8.58, 1.72 Hz, 1 H) 8.23 (d, J=8.42 Hz, 1 H) 8.36 (s, 1 H) 8.55 (d, 
J=5.62 Hz, 1 H) 9.36 (s, 1 H) 10.91 (s, 1 H). 

20 

Example 138 
5'-Benzyloxy-5-isoquinQlin-6~yl-(3,3')bipvridinyl 

Example 138A 

25 6-f5-Bromo-PYridin-3-vn-isoquinoline 

The title compound was prepared by substituting 3,5-dibromopyridine for Example 2A in 
Example 27B. 

Example 13 SB 

30 3"Benzyloxv-5-trimethylstannanyl"pyridine 

The title compound was prepared by substituting 3-benzyloxy-5-bromopyridine for 6- 
bromoisoquinoline in Example 27A. 

Example 138C 
5 ' -Benzy loxy-5-isoquinolin-6-y l-(3,3 ')bipyridinyl 
35 The title compound Was prepared by substituting Example 138A for Example 2A, Example 
138B for Example 27A in Example 27B. MS (ESI) m/z 390 (M + H)^ 'H NMR (400 MHz, 
DMSO-D6) 5 ppm 5.35 (s, 2 H) 7.38 (d,J=7.36 Hz, 1 H) 7.44 (t, J=7.21 Hz, 2 H) 7,53 (d, 

-98- 



wo 03/051366 PCTAJS02/39915 
y=6.75 Hz, 2 H) 8.1 1 (m, 1 H) 8.32 (d, J=6.14 Hz, 1 H) 8.50 (m, 2 H) 8.57 (m, 1 H) 8.70 (d, 
J=6.14 Hz, 1 H) 8.74 (t, J=2.15 Hz, 1 H) 8.79 (m, 2 H) 9.14 (d,J=2.15 Hz, 1 H) 9.22 (d, 
J-1.84HZ, lH)9J6(s, IH). 

5 Example 140 

(7-(5-(aS)-2-Amino~3-(lH-indol-3-vlVpropoxvVpYridin-3-vlVpvrido(2,3-^ 

phenyl-amine 

Example 140 A 

10 2-Amino-6-chloro-nicotinic acid 

A mixture of 2,6-dichloro-nicotonic acid (17.77 g, 92.6 mmol) in concenterated aqueous 
ammonia (173 mL) at 200 psi, was heated to 130°C for 24 h. The mixture evaporated and the 
residue was taken into water (200 mL) and neuteralized with cone HCl then extracted into 
ether (200 ml). The ether was evaporated off to yield 12 g of product (75 %). MS (DCI/NH3) 

15 m/z 173(M + 1)^ 

Example HOB 
2-Amino-6-chloro-nicotinamide 
To a mixture of Example 140 A (1 1.9 g, 69.2 mmol) in 1,2-dichloroethane (100 mL) was 
20 added thionyl chloride (30 mL, 411 mmol) and DIMF (catalytic). The mixture was refluxed 
for 4 h then evaporated. The residue was taken in ether (200 mL) and ammonia was bubbled 
through for 15 min. The mixture was stirred overnight at rt then washed with water (100 mL) 
and brine (100 ml). The ether was evaporated off to yield 9.2 g of product (78 %). MS 
(DCI/NH3) m/z 172 (M + 1)\ 

Clv^.K^s^/N^ 
N 
OH 

Example 1400 
7-Chloro-pyrido[2,3-d]pyrimidin-4-ol 
. A mixture of Example 140B (1 g, 5.8 mmol) in triethylorthoformate (30 mL) was refluxed for 
6 h then cooled. Hexane (150 mL) was added and the solid formed was filtered and washed 
30 with water and hexane to yield 0.27 g of product (26 %). MS: (DCI/NH3) m/z = 182 (M + 1) 



25 





N 

CI 

Example 140D 
4,7-Dichloro-pyrido[2,3-d]pyrimidine 
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A mixture of Example 140C (1 g, 5.5 mmol) in phosphorus oxychloride (40 mL) was 

refluxed for 2 h then cooled and evaporated. The residue was taken into ethyl acetate (75 ml), 

washed with saturated sodium bicarbonate (50 ml) water (50 ml) and brine (50 ml). The ethyl 

acetate was evaporated to yield 0.8 g of product (73 %). 

/N^^N^^Cl 

I 




HN 



Example HOE 
(7-Chloro-pyrido[2,3-d]pyrimidin-4-yl)-phenyI-artiine 
A solution of Example HOD (0.5 g, 2.5 mmol), and aniline (0.23 mL, 2.5 mmol) in THE (25 
mL) and 2-propanol (2.5 mL) was stirred at 0 °C for 1 h then at room temperature for 2 days. 
The THE was evaporated off and the residue was taken into ethyl acetate (75 ml), washed 
with water (50 ml) and brine (50 ml). The ethyl acetate was evaporated off and the residue 
was purified by flash column chromatography on silica gel, eluting with 1:1 ethyl 
acetate/hexane. Recovered 0.15 g of product (23 %). MS (ESI) m/z 390 (M + H)^ 




Example 140F 

(7-(5-((2S)-2-Amino-3-(lH-indol-3-yl)-propoxy)-pyridin-3-yl)-pyrido(2,3-d)pyrimidin-4-yl)- 

phenyl-amine 

The title compound was prepared by substituting Example 140E for 6-bromoisoquinoline in 
Example 27, MS (ESI) m/z 257'(M + H)^; NMR (500 MHz, DMSO-D6) 5 ppm 3,15 (m, 3 
H) 3.38 (s, 4 H) 4.06 (dd, J=10,29, 5.93 Hz, 4 H) 4,21 (dd, J-10.45, 2.96 Hz, 1 H) 6.99 (t, 
J=7.18 Hz, 1 H) 7.09 (t, J=7.18 Hz, 1 H) 7.26 (d, J=2.18 Hz, 1 H) 7.35 (m, 4 H) 8.21 (d, 
J=4.37 Hz, 3 H) 1 1 .02 (s, 1 H) 
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A-565462,6 
Example 141 

(7-(5-((2S)-2-Amino-3-(lH-indol-3-yl)-propoxy)-pyridin-3-yl)-pyrido(2,3-d)pyrimidin-4-yl)- 

5 ethyl-amine 

The title compound was prepared by substituting ethylamine for aniline in Example 140. MS 
(ESI) m/z 440 (M + H)^; 'H NMR (500 MHz, DMSO-D6)5 ppm 1.30 (m, 3 H) 3.19 (m, 2 H) 
3.78 (m, 2 H) 4.05 (s, 2 H) 4.21 (dd, J=10.45, 5.77 Hz, 1 H) 4.38 (dd, J=10.45, 2.96 Hz, 1 H) 
7.00 (t, J=7.49 Hz, 1 H) 7.09 (t, J=7.49 Hz, 1 H) 7.30 (d, J=2.18 Hz, 1 H) 7.38 (d, J=7.80 Hz, 

10 1 H) 7.61 (d, J=7.80 Hz, 1 H) 8.15 (s, 1 H) 8.24 (d, J=4.06 Hz, 2 H) 8.51 (d, J=8.42 Hz, 1 H) 
8.56 (d, J=1.56 Hz, 1 H) 8.96 (s, 1 H) 9.01 (d, J=8.74 Hz, 1 H) 9.12 (s, 1 H) 11.03 (d, J=1.56 
Hz, 1 H). 




A-622026.6 

15 . Example 142 

(7-(5-((2S)-2-Amino-3-(lH-indoI-3-yl)-propoxy)-pyridin-3-yl)-pyrido(2,3-d)pyriraidin-4-yI)- 

benzyl-amine 

The title compound was prepared by substituting benzylamine for aniline in Example 140. 
MS (ESI) m/z 502 (M + H)^; 'H NMR (400 MHz, DMSO-D6) 5 ppm 3.19 (m, J=6.60, 6.60 
20 Hz, 2 H) 3.89 (m, 1 H) 4.22 (dd, J=10.43, 5.52 Hz, 1 H) 4.38 (m, 1 H) 5.00 (d, J=5.52 Hz, 2 
H) 7.00 (m, 1 H) 7.09 (m, 1 H) 7.34 (m, 5 H) 7.45 (m, 1 H) 7.62 (d, J=7.98 Hz, 1 H) 8.17 (m, 
1 H) 8.31 (d, J=3.68 Hz, 2 H) 8.54 (m, 2 H) 8.97 (s, 1 H) 9.07 (d, J=8.90 Hz, 1 H) 9.12 (d, 
J=1.84 Hz, 1 H) 10.81 (s, 1 H) 11.05 (d, J=2.15 Hz, 1 H). 
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A-640684.7 
Example 143 

(lS)-l-(lH-Indol-3-ylmethyl)-2-(6-isoquinolin-6-yl-pyrazin-2-yloxy)-ethylam 
The title compound was prepared by substituting 6-chIoro-pyrazin-2-ol for 3-bromo-5- 
hydroxypyridine in Example 27. MS (ESI) m/z 396 (M + H)-"; NMR (400 MHz, DMSO- 
D6) 5 ppm 3.20 (m, 1 H) 3.95 (m, 1 H) 4.52 (m, J=7.36 Hz, 1 H) 4.76 (m, 1 H) 7.02 (m, 
J=7.06 Hz, 1 H) 7.1 1 (m, J=7.98 Hz, 1 H) 7.34 (d, J-2.15 Hz, 1 H) 7.41 (d, J=8.29 Hz, 1 H) 
7.65 (d, J=7.98 Hz, 1 H) 7.99 (d, J=5,83 Hz, 1 H) 8.17 (s, 3 H) 8.28 (m, 2 H) 8.41 (s, 1 H) 8.62 
(m, 1 H) 8.72 (s, 1 H) 9.10 (s, 1 H) 11.05 (s, 1 H). 



15 



20 



25 




A-646435.2 
Example 144 

(lS)-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-l-phenyl-ethylamine 




Br ^ 

^HBoc 
Example 144 A 

(lS)-[2-(5-Bromo-pyridin-3-yloxy)-l-phenyI-ethyl]-carbamic acid tert-butyl ester 
A solution of 5-bromo-pyridin-3-ol (0.3 g, 1,7 mmol), (2-hydroxy-l-phenyI-ethyi)-carbamic 
acid tert-butyl ester (0.41g 1.7 mmol), and triphenylphosphine (0.52 g, 2 mmol) in THE (15 
mL) was stirred at 0 °C for 30 min. To the mixture was added a solution of dit-butyl 
azidodicarboxylate (0.46 g, 2 mmol) in 5 ml of THF. The mixture was allowed to warm to 
room temperature then stirred at room temperature for 2 Oh. The THF was evaporated off and 
the residue was taken into ethyl acetate (75 ml), washed with saturated sodium bicarbonate 
(50 ml) water (50 ml) and brine (50 ml). The ethyl acetate was evaporated off and the residue 
was purified by flash column chromatography on silica gel, eluting with a solvent gradient of 
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1:4 to 1:2 ethyl acetate/hexane. Recovered 0.82 g of a mixture of product and di-tert-butyl 
azidodicarboxylate. MS (ESI) m/z 395 (M + H)"^. 




Example 144B 

(lS)-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-l-phenyl-ethylamine 
The title compound was prepared by substituting Example 144A for Example 2A in Example 
27. MS (ESI) m/z 342 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 4.51 (m, J=8.74 Hz, 
1 H) 4.57 (m, 1 H) 4.87 (m, 1 H) 7.49 (m, 3 H) 7.63 (d, J=7.18 Hz, 2 H) 7.90 (d, J=5.62 Hz, 1 
H) 7.93 (m, 1 H) 8.10 (dd, J=8.73, 1.56 Hz, 1 H) 8.26 (d, J=8.73 Hz, 1 H) 8.39 (s, 1 H) 8.45 
(d, J=2.50 Hz, 1 H) 8.56 (d, J=5.62 Hz, 1 H) 8.69 (m, 2 H) 8.74 (d, J=1.56 Hz, 1 H) 9.39 (s. 1 
H). 




A-656339.6 

15 Example 145 

(lS)-l-(lH-Indol-3-ylmethyl)-2-(6-(3-methyl-lH-indazol-5-yl)-pyrazin-2-yloxy)-ethylamine 
The title compound was prepared by substituting 102C for 6-bromoisoquinoline in Example 
143. MS (ESI) m/z 399 (M + \if; 'H NMR (400 MHz, DMSO-D6) 5 ppm 2.54 (s, 3 H) 3.18 
(m, 2 H) 3.92 (m, 1 H) 4.47 (d, J=7.06 Hz, 1 H) 4.70 (m, 1 H) 7.02 (d, J=7.06 Hz, 1 H) 7.10 

20 (m, 1 H) 7.32 (d, J=2.15 Hz, 1 H) 7.39 (d, J=8.29 Hz, 1 H) 7.49 (d, J=8.59 Hz, 1 H) 7.64 (d, 
J=8.29 Hz, 1 H) 7.92 (dd, J=8.75, L69 Hz, 1 H) 8.15 (m, 2 H) 8.24 (s, 1 H) 8.46 (s, 1 H) 8.95 
(s, 1 H) 1 1 .04 (d, J=l .53 Hz, 1 H). 

The following compounds were made according the procedures used in Example 27 or 102, 
25 using the appropriate Boc protected N-Boc-aminoethanols. ■ 
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A-659228.2 
Example 146 

(lS)-l-Cyclohexylmethyl-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethylamine 
5 MS (ESI) m/z 362 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 0.92 (s, 2 H) 1.24 (m, 3 
H) 1.64 (m, 6 H) 3.52 (s, 2 H) 4.23 (dd, J=10.61, 6.55 Hz, 1 H) 4.40 (dd, J=10.61, 3.12 Hz, 1 
H) 7.91 (m, 1 H) 7.96 (d, J=5.93 Hz, 1 H) 8.13 (dd, J=8.58, 1.72 Hz, 4 H) 8.32 (d, J=8.73 Hz, 
1 H) 8.43 (m, 2 H) 8.59 (m, J=5.62 U2, 1 H) 8.74 (d, J=1.56 Hz, 1 H) 9.44 (s, 1 H). 



10 




A-674563.7 
Example 147 

(lS)-l-Benzyl-2-(5-(3-methyl-lH-indazoi-5-yl)-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 359 (M + H)"^; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (m, 3 H) 3.05 (m, 1 
15 H) 3.38 (m, 1 H) 3.87 (m, 1 H) 4.12 (dd, J=10.76, 5.77 Hz, 1 H) 4.28 (dd, J=10.76, 2.96 Hz, 1 
H) 7.33 (m, 4 H) 7.57 (d, J=8.73 Hz, 1 H) 7.67 (m, 2 H) 8.06 (s, 1 H) 8.21 (s, 2 H) 8.31 (d, 
J=1.56 Hz, 1 H) 8.61 (s, 1 H) 12.74 (s, 1 H). . 




A-679219.7 
Example 148 

(lS)-2-(5-(3-Methyl-lH-lndazol-5-yl)-pyridin-3-yloxy)-l-phenyl-ethylamine 
MS (ESI) m/z 345 (M + Hf; NMR (400 MHz, DMSO-D6) 5 ppm 2.55 (ra, 3 H) 4.01 (s, 1 
H) 4.31 (m, 1 H) 4.39 (m, 1 H) 4.57 (m, 1 H) 7.36 (m, 1 H) 7.43 (t, J=7.36 Hz, 2 H) 7.55 (t. 
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J=7.67 Hz, 4 H) 7.70 (m, 1 H) 8.08 (s, 1 H) 8.29 (d, J=2.76 Hz, 1 H) 8.57 (d, J=1.84 Hz, 1 H) 
12.72 (s,lH). 




H 

A-682487.7 
Example 149 



(lS)-2-(5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-l-phenyl-ethyiamine 
MS (ESI) m/z 365 (M + H)*; 'H NMR (400 MHz, DMSO-D6) 5 ppm 0.90 (d, J=14.12 Hz, 2 
H) 1.16 (m, 3 H) 1.44 (m, 3 H) 1.69 (m, 3 H) 2.55 (d, J=5.22 Hz, 3 H) 3.37 (m, 3 H) 4.03 (m, 
1 H) 4.17 (dd, J=9.97, 4.14 Hz, 1 H) 7.56 (d, J=8.59 Hz, 1 H) 7.71 (m, 2 H) 8.08 (s, 1 H) 8.28 
(d, J=2.76 Hz, 1 H) 8.57 (d, J=1.53 Hz, 1 H) 12.73 (s, 1 H). 




A-697376.7 
Example 150 

4-((2S)-2-Amino-3-(5-(3-methyl-lH-indazoi-5-yl)-pyridin-3-yloxy)propyl)-benzonitrile 
MS (ESI) m/z 384 (M + H)*; 'H NMR (400 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.14 (d, 
J=7.06 Hz, 2 H) 3.94 (m, 1 H) 4.15 (dd, J=10.74, 5.52 Hz, 1 H) 4.32 (dd, J=10.74, 3.07 Hz, 1 
H) 7.57 (t, J=8.13 Hz, 2 H) 7.69 (m, 1 H) 7.73 (t, J=1.99Hz, 1 H) 7.85 (d, J=7.98 Hz, 2 H) 
8.07 (s, 1 H) 8.24 (m, 2 H) 8.32 (d, J=2.45 Hz, 1 H) 8.64 (d, J=1.53 Hz, 1 H). 




A-697379.7 
Example 151 

(lS)-2-(5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-l-napthalen-2-ylmethyl-ethylamine 
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MS: (ESI) m/z 409 (M + H)"-; 'H NMR (400 MHz, DMSaD6) 5 ppm 2.54 (s, 3 H) 3.23 (d, 
J=7.06 Hz, 2 H) 4.00 (s, 1 H) 4.21 (dd, J=10.74, 5.52 Hz, 1 H) 4.37 (dd, J=10.74, 3.07 Hz, 1 
H) 7.51 (m, 3 H) 7.56 (d, J=8.29 Hz, 1 H) 7.67 (dd, J=8.59, 1.84 Hz, 1 H) 7.78 (m, 1 H) 7.86 
(m, 2 H) 7.91 (m, 2 H) 8.07 (s, 1 H) 8.26 (m, 2 H) 8.36 (d,J=2.76 Hz, 1 H) 8.65 (d, J=1.84 Hz, 
1 H). . . 



4-((2S)-2-Amino-3-(5-isoquinolin-6-yl-pyridin-3-yloxy-propyl)-benzonitriIe 
MS (ESI) m/z 381 (M + H)"^; 'HNMR (400 MHz, DMSO-D6) 5 ppm 3.16 (ra, 2 H) 3.97 (s, 1 
H) 4.26 (m, 2 H) 7.56 (d, J=8.29 Hz, 2 H) 7.84 (d, J=8.29 Hz, 2 H) 7.90 (m, 1 H) 8.24 (m, 2 
H) 8.33 (m, 2 H) 8.48 (m, 2 H) 8.55 (s, 1 H) 8.67 (d, J=6.14 Hz, 1 H) 8.79 (d, J=1.84 Hz, 1 H) 
9.67 (s, 1 H). 



(lS)-2-(5-Isoquinolin-6-yl-pyridin-3-yloxy)-l-nanpthalen-2-ylmethyl)-ethyIamlne 
MS: (ESI) m/z 406 (M + H)*; 'H NMR (400 MHz, DMSaD6) 5 ppm 3.24 (m, 2 H) 4.03 (s, 1 
H) 4.31 (m, 2 H) 7.50 (m, 3 H) 7.89 (m, 5 H) 8.22 (m, 2H) 8.33 (s, 3 H) 8.48 (m, 2 H) 8.54 (s, 
1 H) 8.66 (m, J=6.14 Hz, 1 H) 8.78 (d, J=1.84 Hz, 1 H). 




A-697738.2 
ExEunple 152 




A-697741.2 
Example 153 




A-703291.2 
Example 154 

( 1 S)- 1 -Benzyl-2-(5 -isoquinolin-6-yl-pyridin-3-y Ioxy)-ethy lam ine 
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MS (ESI) m/z 356 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.05 (m, 2 H) 3.88 (s, 1 
H) 4.16 (dd, J=10.61, 5.62 Hz, 1 H) 4.32 (dd, J=10.76, 2.96 Hz, 1 H) 7.29 (m, 1 H) 7.35 (m, 3 
H) 7.85 (m, 1 H) 7.99 (d, J=5.62 Hz, 1 H) 8.12 (dd, J=8.58, 1.72 Hz, 1 H) 8.27 (m, 3 H) 8.33 
(d, J=8.74 Hz, 1 H) 8.43 (m, 2 H) 8.60 (d, J=5.93 Hz, 1 H) 8.75 (d, J=1.87 Hz, 1 H) 9.47 (s, 1 
5 H). - 



10 



15 



20 
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H 








A-726437.7 
Example 155 

(lS)-l-(4-Fluoro-benzyl)-2-(5-(3-methyl-lH-indazoI-5-yl)-pyridin-3-yloxy)-ethyIamine 
MS (ESI) m/z 377 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.04 (d, 
J=7.18 Hz, 2 H) 3.85 (m, 1 H) 4.14 (dd, J=10.76, 5.77 Hz, 1 H) 4.30 (m, 1 H) 7.19 (m, J=8.89, 
8.89 Hz, 2 H) 7.37 (dd, J=8.58, 5.46 Hz, 2 H) 7.58 (d, J=8.73 Hz, 1 H) 7.69 (dd, J=8.74, 1.56 
Hz, 1 H) 7.75 (s, 1 H) 8.08 (s, 1 H) 823 (s, 3 H) 8.34 (s, 1 H) 8.65 (s, 1 H) 




A-703291.2 
Example 156 

(lS)-l-(4-Fluoro-benzyl)-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 374 (M + Hf; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.05 (m, 2 H) 3.88 (s,l 
H) 4.17 (dd, J=10.92, 5.62 Hz, 1 H) 4.34 (dd, J=10.76, 2.96 Hz, 1 H) 7.18 (m, 2 H) 7.38 (dd, 
J=8.58, 5.46 Hz, 2 H) 7.90 (m, 1 H) 8.24 (m, 5 H) 8.47 (d, J=8.73 Hz, 2 H) 8.53 (d, J=9.98 Hz, 
1 H) 8.79 (s, 1 H) 9.67 (s, 1 H). . 



CN 



25 
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A-733910.7 
Example 157 

2-((2S)-2-Amino-3-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-propyl)-benzonitriIe 
MS (ESI) m/z 384 (M + H)^; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.54 (d, J=4.06 Hz, 3 H) 
3.34 (m, 2 H) 4.03 (m, 1 H) 4.11 (dd, J=10.61, 4.99 Hz, 1 H) 4.33 (dd, J=10.92, 3.12 Hz, 1 H) 
7.50 (t, J=7.64 Hz, 1 H) 7.65 (m, 7 H) 7.85 (d, J=7.80 Hz, .1 H) 8.06 (s, 1 H) 8.37 (s, 2 H) 8.65 
(s, 1 H). 



CN 




A-734322.2 - 
Example 158 

2-((2S)-2-Amino-3-(5-isoquinolin-6-yl)-pyridin-3-yloxy)-propyl)-benzonitrile 
MS (ESI) m/z 381 (M + Hf; 'H NMR (500 MHz, DMSO-D6) 6 ppm 3.32 (m, 2 H) 4.04 (m, 1 
H) 4.16 (m, 1 H) 4.37 (dd, J=10.76, 3.28 Hz, 1 H) 7.50 (t, J=7.64 Hz, 1 H) 7.64 (d, J=7.49 Hz, 
1 H) 7.71 (d, J=7.49 Hz, 1 H) 7.84 (m, 2 H) 8.00 (d, J=5.62 Hz, 1 H) 8.12 (dd, J=8.73, 1.87 
Hz, 1 H) 8.34 (d, J=8.73 Hz, 1 H) 8.40 (m, 2 H) 8.54 (s, 2 H) 8.60 (d, J=5.61 Hz," 1 H) 8.74 (d, 
J=1.56 Hz, 1 H) 9.48 (s, 1 H). 




H 

A-738508.7 
Example 159 

(lS)-2-5-(3-methyl-lH-indazol-5-yi)-pyridin-3-yloxy)-l-pyridin-4-ylmethyl-ethylamine 
MS (ESI) m/z 360 (M + H)*; 'H NMR (500 MHIH N z, DMSO-D6) 5 ppm 2.50 (s, 3 H) 3.24 
(d, J=6.86 Hz, 2 H) 4.05 (m, 1 H) 4.12 (m, 1 H) 4.25 (m, J=3.43 Hz, 1 H) 7.49 (m, J=4.68 Hz, 
2 H) 7.53 (d, J=1.87 Hz, 1 H) 7.59 (m, 1 H) 7.71 (m, 1 H) 7.80 (m, 3 H) 8.09 (s, 1 H) 8.30 (d, 
J=4.06 Hz, 1 H) 8.40 (s, 2 H) 8.78 (m, J=499 Hz, 1 H). 
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A-738511.2 
Example 160 

(lS)-2-(5-Isoquinolin-6-yl-pyridin-3-yloxy)-l-pyridin-4-ylmethyl-ethylamine 
MS (ESI) m/z 357 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.24 (d, J=7.17 Hz, 1 H) 
3.28 (d, J=7.18 Hz, 1 H) 4.04 (m, 1 H) 4.26 (m, 1 H) 4.40 (d, J=3.43 Hz, 1 H) 7.83 (dd, 
J=14.66, 6.24 Hz, 3 H) 7.93 (m, 1 H) 8.26 (m, 2 H) 8.38 (m, 1 H) 8.47 (d, J=2.81 Hz, 2 H) 
8.51 (d, J=8.42 Hz, 1 H) 8.58 (s, 1 H) 8.68 (d, J=6.24 Hz, 1 H) 8.80 (m, 2 H) 9.71 (s, 1 H). 




H 

A-740051.7 
Example 161 



(lS)-l-(4-Methyl-benzyl)-2-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 373 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.28 (m, 3 H) 2.55 (s, 3 
H) 2.98 (m, 2 H) 3.81 (s, 1 H) 4.1 1 (dd, J=10.45, 6.08 Hz, 1 H) 4.27 (dd, J=10.76, 2.96 Hz, 1 
H) 7.16 (m, 3 H) 7.21 (m, 1 H) 7.57 (d, J=8.73 Hz, 1 H) 7.69 (m, 2 H) 8.07 (s, 1 H) 8.21 (m, 3 
H) 8.3 1 (d, J=2.1 8 Hz, 1 H) 8.62 (s, 1 H). 




A-741300.2 
Example 162 

(lS)-2-(5-Isoquinolin-6-yl-pyridin-3-yloxy)-l-(4-methyI-benzyl)-ethylamine 
MS (ESI) m/z 370 (M + H)"-; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.28 (m, 3 H) 3.01 (m. 2 
H) 3.83 (s, 1 H) 4.14 (dd, J=10.76, 5.77 Hz, 1 H) 4.30 (m, 1 H) 7.18 (m, 6 H) 7.84 (m, 1 H) 
7.97 (d, j=5.93 Hz, 1 H) 8.10 (dd, J=8.58, 1.72 Hz, 1 H) 8.24 (m, 2 H) 8.31 (d, Ji=8.74 Hz, 1 
• H) 8.59 (d, J=5.93 Hz, 1 H) 8.74 (d, J=l .87 Hz, 1 H) 9.45 (s, 1 H) 
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H 

A-74 1302.7 



Example 163 

(lS)-2-(5-(3-me1iiyI-lH-indazol-5-yl)-pyridin-3-yloxy)-l-quinolm-3-ylme1hyl-ethylamine 
MS (ESI) m/z 410 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.56 (m, 3 H) 3.29 (m, 2 
H) 4.12 (m, 1 H) 4.29 (m, 1 H) 4.42 (dd, J=10.76, 3.28 Hz, 1 H) 7.56 (d, J=8.73 Hz, 1 H) 7.66 
(m, 2 H) 7.78 (m, 2 H) 7.97 (t, J=7.18 Hz, 2 H) 8.05 (m. 2 H) 8.36 (m, 4 H) 8.91 (m, 2 H) 




A-741305.2 
Example 164 

(lS)-2-(5-Isoquinolin-6-yI-pyridin-3-yloxy)-l-quinolin-3-ylmethyl-ethylamine 
MS (ESI) m/z 407 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.27 (m, 2 H) 4.09 (d, 
J=5.62 Hz, 1 H) 4.27 (dd, J=10.92, 5.62 Hz, 1 H) 4.43 (dd, J=10.61, 3.43 Hz, 1 H) 5.75 (s, 1 
H) 7.62 (m, 1 H) 7.76 (m, 1 H) 7.86 (m, 1 H) 7.94 (m, 2 H) 8.06 (m, 1 H) 8.30 (tn, 5 H) 8.46 
(d, J=2.81 Hz, 1 H) 8.59 (d, J=5.93 Hz, 1 H) 8.74 (m, J=1.87 Hz, 1 H) 8.89 (dd, J=20.28, 2.18 
Hz, 1 H) 9.43 (s, 1 H). 




H 

A-742710.7 
Example 165 

(lR)-l-Benzyl-2-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 358 (M + H)^; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.49 (s, 3 H) 2.99 (m, 2 
H) 3.79 (s, 1 H) 4.07 (dd, J=10.61, 5.93 Hz, 1 H) 4.23 (dd, J=10.76, 2.96 Hz, 1 H) 7.22 (m, 2 
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H) 7.29 (m, 3 H) 7.51 (d, J=8.73 Hz, 1 H) 7.62 (dd, J=8.73, 1.56 Hz, 1 H) 7.64 (m, 1 H) 8.00 
(s, 1 H) 8.19 (s, 3 H) 8.26 (m, 1 H) 8.56 (s, 1 H). 




5 A-746444.2 

Example 166 

(lR)-l-Benzyl-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethylamine 
MS (ESI m/z 356) (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.86 (m, 1 H) 2.95 (m, 1 
H) 3.58 (m, 1 H) 4.08 (m, 1 H) 4.18 (m, 1 H) 7.28 (m, 5 H) 7.81 (m, 1 H) 7.88 (m, 1 H) 8.06 
10 (m, 1 H) 8.25 (m, 1 H) 8.36 (m, 1 H) 8.39 (m, 1 H) 8.55 (m, 1 H) 8.69 (m, 1 H) 9.37 (m, 1 H) 




H 

A-748632.7 

Example 167 



4-((2S)-2-Amino-3-(5-(3-methyI-lH-indazol-5-yl)-pyridin-3-yloxy)-propyl)-phenoI 
MS (ESI) m/z 374 (M + H)^; 'H NMR (400 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.50 (m, 8 
H) 6.73 (dd, J=8.44, 2.92 Hz, 1 H) 7.09 (m, 1 H) 7.59 (m, 2 H) 7.69 (m, 2 H) 7.87 (s, 1 H) 
8.14 (m, 2 H) 8.23 (d, J=l .84 Hz, 1 H) 8.62 (s, 1 H). • 




20 " 

A-748633.7 
Example 168 

(lS)-l-(4-Benzyloxy-benzyl)-2-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-ethylamine 
MS m/z 465 (ESI) (M + H)*; 'H NMR (400 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 2.97 (m, 2 
25 H) 3.82 (ra, 1 H) 4.13 (m, 1 H) 4.28 (m, 1 H) 5.07 (s, 2 H) 6.99 (d, J=8.59 Hz, 3 H) 7.24 (d. 
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J=8.59 Hz, 2 H) 7.32 (m, J=7.06 Hz, 1 H) 7.40 (m, 4 H) 7.69 (dd, J=8.75, 1.69 Hz, 1 H) 7.73 
(m, 1 H) 8.08 (s, 1 H) 8.19 (m, 3 H) 8.33 (m, J=2.46 Hz, 1 H) 8.64 (d, J=1.53 Hz, 1 H). 




H 



5 A-75 1256.7 

Example 169 

(lS)-l-(3-Methyl-benzyl)-2-(5-(3-rnethyl-lH-indazol-5-yl)-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 373 (M + H)""; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.28 (s, 3 H) 2.56 (s, 3 
H) 3.01 (m, 2 H) 4.15 (dd, J=10.92, 5.62 Hz, 1 H) 4.30 (m, J=2.81 Hz, 1 H) 7.11 (m, J=17.00, 
10 7.64 Hz, 3 H) 7.23 (m, J=7.49 Hz, 1 H) 7.58 (d, J=8.73 Hz, 1 H) 7.70 (dd. J=8.73, 1 .56 Hz, 1 
H) 7.80 (m, 1 H) 8.10 (s, 1 H) 8.26 (s,3 H) 8.35 (d, J=2.81 Hz, 1 H) 8.67 (d, J=1.56 Hz, 1 H). 




. H 

A-75 1278.7 

15 Example 170 , 

(lS)-l-(2-Methyl-benzyl)-2-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-ethyiamine 

MS (ESI) m/z 373 (M + Kf; 'HNMR (500 MHz, DMSO-D6) 5 ppm 2.30 (d, J=7.80 Hz, 1 H) 
2.33 (s, 3 H) 2.56 (m, 3 H) 3.07 (d, J=7.80 Hz, 1 H) 3.80 (s, 1 H) 4.12 (dd, J=10.76, 4.84 Hz, 1 
H) 4.26 (dd, J=10.61, 2.81 Hz, 1 H) 7.19 (m, 4 H) 7.57 (d, J=8.73 Hz, 1 H) 7.68 (dd, J=l 1.07, 
20 2.03 Hz, 2 H) .8.06 (s, 1 H) 8.31 (s,3 H) 8.62 (s, 1 H). 




H 

■ A-75 1282.7 
Example 171 
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(lS)-2-(5K3-methyl-lH-indazol-5-yI)-pyridin-3-yIoxy)-l-(4-nitro-benzyl)-ethylamine 

MS (ESI) m/z 404 (M + H)^; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.19 (m, 2 

H) 3.97 (s, 1 H) 4.18 (dd, J=10.92, 5.62 Hz, 1 H) 4.34 (dd, J=10.76, 3.28 Hz, 1 H) 7.57 (d, 

J=8.74 Hz, 1 H) 7.64 (m, J=8.73 Hz, 2 H) 7.69 (dd, J=8.58, 1.72 Hz, 1 H) 7.77 (m, 1 H) 8.08 

5 (s, 1 H) 8.23 (d, J=8.73 Hz, 2 H) 8.29 (m, 2 H) 8.34 (d, J=2.50 Hz, 1 H) 8.66 (d, J=1.25 Hz, 1 

H). 




H 

A-755097.7 



10 Example 172 

(lS)-l-(4-Methoxy-benzyl)-2-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 389 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.56 (s, 3 H) 2.98 (dd, 
J=15.13, 6.08 Hz, 2 H) 3.73 (m, 3 H) 3.80 (m. 1 H) 4.16 (dd, J=10.76, 5.77 Hz, 1 H) 4.32 (dd, 
J=10.61, 3.12 Hz, 1 H) 6.91 (m, 2 H) 7.21 (dd, J=8.58, 2.65 Hz, 1 H) 7.25 (d, j=8.73 Hz, 2 H) 

15 7.59 (d, J=8.73 Hz, 1 H) 7.71 (dd, J=&73, 1 .87 Hz, 1 H) 7.84 (m, 1 H) 8.1 1 (s, 1 H) 8.28 (m, 2 
H) 8.37 (d, J=2.81 Hz, 1 H) 8.69 (d, J=l .56 Hz, 1 H). 




H 

A-757584.7 



20 Example 173 

(lS)-l-BiphenyI-4-ylmethyl-2-(5-(3-methyl-lH-indazoi-5-yl)-pyridin-3-yloxy)-ethylamine 

MS (ESI) m/z 435 (M + H)^; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.10 (ra, 2 
H) 3.92 (s, 1 H) 4.21 (dd, J=10.92, 5.62 Hz, 1 H) 4.36 (dd, J=10.76, 2.96 Hz, 1 H) 7.36 (t, 
J=7.49 Hz, 1 H) 7.44 (m, 4 H) 7.57 (d, J=8.73 Hz, 1 H) 7.65 (dd, J=10.29, 7.80 Hz, 4 H) 7.70 
25 (dd, J=8.73, 1 .56 Hz, 1 H) 7.82 (s, 1 H) 8.10 (s, 1 H) 8.30 (d, J=2.81 Hz, 3 H) 8.37 (d, J=2.50 
Hz, 1 H) 8.67 (d, J=1.25 Hz, 1 H). 



-113- 



wo 03/051366 PCT/US02/39915 




H 

A-757602.7 
Example 174 



(lS)-2-(5-(3-MethyI-lH-indazoI-5-yl)-pyridin-3-yloxy)-l-napthaIen-l-ylmethyl-ethylamine 
MS (ESI) m/z 409 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 6 ppm 2.55 (s, 3 H) 3.44 (dd, 
J=14.04, 6.86 Hz, 2 H) 3.93 (s, 1 H) 4.17 (dd, J=10.61, 4.99 Hz, 1 H) 4.32 (m, 1 H) 7.48 (m, 2 
H) 7.59 (m, 3 H) 7.66 (dd, J=8.58, 1.72 Hz, 1 H) 7.69 (m, 1 H) 7.89 (dd, J=6.24, 3.12 Hz, 1 H) 
7.98 (d, J=8.11 Hz, 1 H) 8.05 (s, IH) 8.21 (d, J=8.42 Hz, 1 H) 8.29 (m, 2 H) 8.32 (d, J=2.81 
Hz, 1 H) 8.63 (d, J=l .56 Hz, 1 H). 




H 

A-763516.7 
Example 175 



(lS)-l-(3-Chloro-benzyl)-2-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yIoxy)-ethylamine 

MS (ESI) m/z 393 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.06 (d, 
J=7.49 Hz, 2 H) 3.92 (m, 1 H) 4.16 (m, 1 H) 4.33 (dd, J=10.92, 3.12 Hz, 1 H) 7.31 (d, J=7.49 , 
Hz, 1 H) 7.37 (m, J=14.51, 7.02 Hz, 2 H) 7.45 (s, 1 H) 7.58 (d, J=8.73 Hz, 1 H) 7.70 (dd, 
J=8.73, 1.56 Hz, 1 H) 7.77 (s, 1 H) 8.08 (s, 1 H) 8.23 (s, 3 H) 8.34 (d, J=2.50 Hz, 1 H) 8.65 (s, 
IH). 




H 

A-763977.7 
Example 176 
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3-((2S)-2-Aniino-3-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-propyl)-benzonitriIe 

MS (ESI) m/z 384 (M + H)""; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.12 (d, 
J=7.49 Hz, 2 H) 3.96 (s, 1 H) 4.17 (dd, J=10.76, 5.77 Hz, 1 H) 4.33 (m, 1 H) 7.57 (dd, J=8.1 1, 
6.55 Hz, 2 H) 7.69 (dd, J=8.42, 1.56 Hz, 2 H) 7.76 (m, 2 H) 7.84 (s, 1 H) 8.08 (s, 1 H) 8.23 (s, , 
5 3H)8.33(d,J=2.81Hz, lH)8.64(d,J=1.56Hz, IH). 




H 

A-764024.7 
Example 177 



10 (1 S)-l -(3,4-Difluoro-benzyI)-2-(5-(3-methyl-lH-indazoI-5-yl)-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 395 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.56 (s, 3 H) 3.05 (d, 
J=7.18 Hz, 2 H) 3.90 (m, 1 H) 4.17 (dd, J=10.92, 5.93 Hz, 1 H) 4.34 (dd, J=10.61, 3.12 Hz, 1 
H) 7.19 (m, J=2.18 Hz, 1 H) 7.44 (m, 2 H) 7.58 (d, J=8.73 Hz, 1 H) 7.70 (dd, J=8.73, 1.56 Hz, 
1 H) 7.77 (d, J=2.50 Hz, 1 H) 8.08 (s, 1 H) 8.23 (s, 3 H) 8.34 (d, J=2.50Hz, 1 H) 8.65 (d, 

15 J=1.56 Hz, 1 H). 




H 



A-768008.7 
Example 178 

20 (lS)-l-(3,4-Dimethoxy-benzyl)-2-(5-(3-raethyl-lH-indazol-5-yl)-pyridin-3-yloxy)- 

ethylamlne 

MS (ESI) m/z 419 (M + H)-"; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 2.98 (m, 2 
H) 3.70 (s, 3 H) 3.71 (s, 3 H) 3.82 (s, 1 H) 4.14 (dd, J=10.61, 5.62 Hz, 1 H) 4.31 (dd, J=10.76, 
2.96 Hz, 1 H) 6.82 (d, J=8.1 1 Hz, 1 H) 6.91 (m, 2 H) 7.57 (d, J=8.42 Hz, 1 H) 7.68 (m, 1 H) 
25 7.71 (s, 1 H) 8.07 (s, 1 H) 8.28 (s, 3 H) 8.32 (s, 1 H) 8.62 (s, 1 H). 
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A-768009.7 
Example 179 

(lS)-l<3-Fluoro-benzyl)-2-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 377 (M + H)^; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.08 (m, 2 
H) 3.91 (s, 1 H) 4.15 (dd, J=10.61, 5.93 Hz, 1 H) 4.32 (dd, J=10.61, 3.12 Hz, 1 H) 7.12 (m, 1 
H) 7.20 (m, 2 H) 7.40 (m, 1 H) 7.57 (d, J=8.73 Hz, 1 H) 7.69 (dd, J=8.42, 1 .56 Hz, 1 H) 7.71 
(d, J=1.87 Hz, 1 H) 8.07 (s, 1 H) 8.29 (s, 3 H) 8.31 (d, J=2.81 Hz, 1 H) 8.62 (s, 1 H). 




H 



A-770247.7 
Example 180 

(lS)-2-(5-(3-methyl-lH-indazoI-5-yl)-pyridin-3-yloxy)-l-(3-trifluoromethyl-benzyl)- 

ethylamine 

MS (ESI) m/z 427. (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.16 (dd, 
J=7.33, 2.34 Hz, 2 H) 3.97 (s, 1 H) 4.16 (dd, J=10.61, 5.62 Hz, 1 H) 4.34 (dd, J=10.76, 3.28 
Hz, 1 H) 7.58 (d, J=8.42 Hz, 1 H) 7.61 (d, J=7.49 Hz, 1 H) 7.65 (s, 1 H) 7.66 (s, 1 H) 7.69 (dd, 
J=8.74, 1.56 Hz, 1 H) 7.73 (s, 1 H) 7.75 (m, 1 H) 8.07 (s, 1 H) 8.22 (s, 3 H) 8.33 (d, J=2.50 
Hz, 1 H) 8.64 (d, J=1.56 Hz, 1 H). 




H 



A-770248.7 
Example 181 

(lS)-l-(4-Ethoxy-benzyl)-2-[5-(3-methyl-lH-indazol-5-yI)-pyridin-3-yloxy]-ethylamine 



-116- 



wo 03/051366 PCT/US02/39915 
MS (ESI) m/z 403 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 1 .30 (t, J=7.02 Hz, 3 H) 
2.55 (s, 3 H) 2.97 (m, 2 H) 3.79 (s, 1 H) 3.98 (q, J=6.86 Hz, 2 H) 4.13 (dd, J=10.76, 5.77 Hz, 1 
H) 4.29 (dd, J=10.76, 2.96 Hz, 1 H) 6.89 (d, J=8.42 Hz, 1 H) 7.22 (d, J=8.42 Hz, 1 H) 7.57 (d, 
J=8.42 Hz, 2 H) 7.61 (ra, J=l 1.85 Hz, 1 H) 7.69 (dd, J=8.73, 1.56 Hz, 1 H) 7.75 (s, 1 H) 8.08 
(s, 1 H) 8.18 (s, 3 H) 8.33 (d, J=2.50 Hz, 1 H) 8.65 (d, J=1.56 Hz, 1 H). 



NH2 



H 

A-77 1648.7 
Example 182 

(lS)-l-(4-tert-Butyl-benzyl)-2-(5-(3-methyl-lH-indazol-5-yi)-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/z 415 (M + H)^; 'H NMR (500 MHz, DMSO-D6) 5 ppm 1 .26 (m, 9 H) 2.55 (s, 3 
H) 2.80 (dd, J=13.73, 6.86 Hz, 1 H) 2.92 (m, 1 H) 3.55 (m, 1 H) 4.06 (dd, J=9.98, 5.93 Hz, 1 
H) 4.15 (m, 1 H) 7.21 (d, J=8.1 1 Hz, 2 H) 7.34 (d, J=8.42 Hz, 2 H) 7.56 (d, J=8.42 Hz, 1 H) 
7.69 (m, 2 H) 8.08 (s, 1 H) 8.28 (d, J=2.50 Hz, 1 H) 8.57 (d, J=1.56 Hz, 1 H) 12.73 (s, 1 H). 




H 



A-772078.7 
Example 183 

(lS)-l-(4-Methoxy-3-methyl-benzyl)-2-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)- 

ethylamine 

MS (ESI) m/z 403 (M + H)^; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.1 1 (s, 3 H) 2.55 (s, 3 
H) 2.71 (m, 1 H) 2.83 (dd, J=13.73, 6.86 Hz, 1 H) 3.17 (d, J=3.74 Hz, 2 H) 3.47 (m, 1 H) 3.74 
(m, 3 H) 4.07 (m, 2 H) 6.86 (d, J=8.11 Hz, 1 H) 7.05 (m, 2 H) 7.56 (m, J=8.73 Hz, 1 H) 7.67 
(m, 2 H) 8.07 (s, 1 H) 8.27 (d, J=2.81Hz, 1 H) 8.57 (d, J=1.56 Hz, 1 H) 12.72 (s, 1 H). 
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H 

A-772635.7 
Example 184 



2-((2S)-2-Amino-3-(5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy)-propyl)-4-methyl-phenol 
5 MS (ESI) m/z 403 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2. 1 8 (s, 3 H) 2.55 (s, 3 
H) 2.98 (d, J=7.49 Hz, 2 H) 3.73 (d, J=3.74 Hz, 3 H) 3.79 (m, 1 H) 4.12 (dd, J=10.61, 5.62 Hz, 

1 H) 4.27 (dd, J=10.61, 3.12 Hz, 1 H) 6.90 (d, J=8.11 Hz, 1 H) 7.02 (s, 1 H) 7.07 (d, J=8.42 
Hz, 1 H) 7.57 (d, J=8.73 Hz, 1 H) 7.68 (dd, J=8.73, 1.56 Hz, 1 H) 7.71 (s, 1 H) 8.07 (s, 1 H) 
8.17 (s, 3 H) 8.3 1 (d, J=2.50 Hz, 1 H) 8.64 (d, J=1.56 Hz, 1 H). 




H 

(A-755387) 
Example 185 



(lS)-l-MethyI-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-ethylamine 
15 MS (ESI) m/e 283 (M+H)"^; 'H NMR (300 MHz, DMSO-D6) 5 ppm 1 .32 (d, J=6.78 Hz 3 H) 

2.56 (s,.3 H) 3.66 (m, 1 H) 4.16 (dd, J=10.51, 7.12 Hz, 1 H) 4.35 (dd, J=10.51, 3.73 Hz, 1 H) 

7.57 (d, J=8.81 Hz, 1 H) 7.72 (m, 1 H) 7.78 (m, 1 H) 8.01 (m, 2 H) 8.10 (m, 1 H) 8.33 (d, 
J=2.71 Hz; 1 H) 8.63 (d, J=1.70 Hz, 1 H) 12.70 (bs, 1 H); Anal. Calcd for C,jH,gNp«2.2 
TFA: C, 45.95; H, 3.82; N, 10.51;. Found: C, 46.1 1; H, 3.76; N, 10.55. 




(A-444277) 
Example 186 

(±)-l-(lH-Benzoimidazol-2-ylmethyl)-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethylamine 
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MS (ESI) m/e 396 (M+Hf ; 'H NMR (500 MHz, DMSO-D6) 5 ppm 3.51 (m, 2 H) 4.32 (m, 1 
H) 4.44 (m, 1 H) 4.55 (m, 1 H) 7.36 (dd, J=6.24, 3.12 Hz, 2 H) 7.68 (dd, J=5.93, 3.12 Hz, 2 H) 
7.88 (d, J=2.18 Hz, 1 H) 8.12 (d, J=6.24 Hz, 1 H) 8.19 (dd, J=8.58, 1.40 Hz, 1 H) 8.42 (m, 2 
H) 8.49 (s, 1 H) 8.64 (d, J=5.93 Hz, 1 H) 8.77 (d, J=1.56 Hz, 1 H) 9.60 (s, 1 H). 




H 

(A-475104) 

Example 187 



(±)- 1 -(1 H-Indazol-3-ylmethyl)-2-(5-isoquinolin-6-yI-pyridin-3-yloxy)-ethylamine 
MS (ESI) m/e 396 (M+HT; 'H NMR (400 MHz, DMSO-D6) 6 ppm 3.21 (m, 2 H) 3.84 (m, 1 
H) 4.21 (dd, J=9.97, 5.98 Hz, 1 H) 4.31 (dd, J=9.97, 5.98 Hz, 1 H) 7.08 (t, J=7.21 Hz, 1 H) 
7.33 (t, J=7.21 Hz, 1 H) 7.49 (d, J=8.59 Hz, 1 H) 7.80 (m, 2 H) 7.89 (d, J=5.83 Hz, 1 H) 8.06 
(dd, J=8.59, 1.84 Hz, 1 H) 8.25 (d, J=8.59 Hz, 1 H) 8.36 (s, 1 H) 8.39 (d, J=2.76 Hz, 1 H) 8.56 
(d, J=5.83 Hz, 1 H) 8.69 (d, J=1.84 Hz, 1 H) 9.37 (s, 1 H) 12.87 (s, 1 H). 




(A-757590) 
Example 188 

(lS)-l-(2-FIuoro-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-ethylamine 
MS (ESI) m/e 377 (M+H)*; 'H NMR (300 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.1 1 (d, 
J=7.12 Hz, 2 H) 3.86 (m, 1 H) 4.15 (m, 1 H) 4.31 (dd, J=10.85, 3.39 Hz, 1 H) 7.20 (m, 2 H) 
7.37 (m, 2 H) 7.57 (d, J=9.49 Hz, 1 H) 7.71 (m, 2 H) 8.08 (s, 1 H) 8.29 (s, 2 H) 8.31 (d, J=2.71 
Hz, 1 H) 8.64 (d, J=l-69 Hz, 1 H) 12.74 (bs, 1 H). 




(A-760116) 
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Example 189 

(lS)-l-(2-Chloro-benzyl)-2-[5-(3-methyl-lH-indazoI-5-yl)-pyridin-3-yloxy]-ethylamine 
MS (ESI) m/e 393 (M+H)^; 'H NMR (300 MHz, DMSO-D6) 6 ppm 2.55 (s, 3 H) 3.22 (m, 2 
H) 3.89 (m, 1 H) 4.15 (m, 1 H) 4.31 (m, 1 H) 7.35 (m, 2 H) 7.48 (m, 3 H) 7.58 (d, J=8.82 Hz, 
1 H) 7.70 (m, 2 H) 8.08 (s, 1 H) 8.31 (d, J=2.71 Hz, 2 H) 8.64 (d, J=1.70 Hz, 1 H) 12.84 (bs, 1 
H). 




(A-760117) 
Example 190 

(lS)-245-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yIoxy]-l-thiophen-2-ylmethyl-ethylamine 
MS (ESI) m/e 365 (M+H)"'; 'H NMR (300 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.28 (m, 2 
H) 3.90 (m, 1 H) 4.20 (m," 1 H) 4.35 (m, 1 H) 7.03 (m, 2 H) 7.46 (m, 1 H) 7.58 (d, J=8.82 Hz, 
1 H) 7.70 (m, 1 H) 7.75 (m, 1 H) 8.09 (s, 1 H) 8.26 (m, 2 H) 8.33 (d, J=2.71 Hz, 1 H) 8.64 (d, 
J=1.70 Hz, 1 H) 12.53 (bs, 1 H). 




H 

(A-751365) 
Example 191 



(lR)-l-(lH-Indol-3-ylmethyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-ethylamme 
MS (ESI) m/e 398 (M+H)*; 'H NMR (300 MHz, bMSO-D6) 5 ppm 2.55 (s, 3 H) 3.16 (m, 2 
H) 3.86 (d,' J=1.70 Hz, 1 H) 4.19 (dd, J=10.51, 6.10 Hz, 1 H) 4.36 (dd, J=10.85, 3.39 Hz, 1 H) 
7.01 (t, J=7.46 Hz, 1 H) 7.10 (t, J=6.95 Hz, 1 H) 7.30 (d, J=2.37 Hz, 1 H) 7.38 (d, J=8.14 Hz, 
1 H) 7.65 (m, 5 H) 8.07 (s, 1 H) 8.16 (s, 2 H) 8.33 (d, J=2.71 Hz, 1 H) 8.63 (d, J=1.70 Hz, 1 
H) 1 1.04 (bs, 1 H); Anal. Calcd for C^^,Nfi'2.9 TFA: C, 49.16; H, 3.59; N, 9.62;. Found: 
C. 49.36; H, 3.66; N, 9.78. 
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A-15261A.1 
Example 192 

l-(4-Chloro-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-ethylamine 
MS (ESI) m/e 393 (M+1)*; 'H NMR (300 MHz, Solvent) 5 ppm 2.63 (s, 3 H) 3.16 (m, 2 H) 
3.98 (m, 1 H) 4.29 (m, 1 H) 4.44 (m, 1 H) 7.34 (m, 2 H) 7.39 (m, 2 H) 7.63 (d, J=8.82 Hz, 1 
H) 7.74 (dd, J=8.82, 1.70 Hz, 1 H) 8.09 (m, 1 H) 8.1 1 (m, 1 H) 8.42 (br. s., 1 H) 8.73 (br. s., 1 
H). 




A-768094.0 
Example 193. 

(lS)-245-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(4-pyrrol-l-yl-benzyl)-ethylamine 
MS (ESI) m/e 424 (M+l)"^; 'H NMR (300 MHz, Solvent) 5 ppm 2.61 (m, 3 H) 3.19 (m, 2 H) 
4.10 (m, 1 H) 4.30 (m, 1 H) 4.44 (m, 1 H) 6.27 (t, J=2.03 Hz, 2 H) 7.16 (t, J=2.03 Hz, 2 H) 
7.41 (d, J=8.48 Hz, 1 H) 7.49 (d, J=8.48 Hz, 2 H) 7.59 (d, J=8.48 Hz, 1 H) 7.70 (m, 1 H) 7.94 
(m, 1 H) 8.07 (m, 1 H) 8.38 (br. s., 1 H) 8.66 (br. s., 1 H). 




A-770737.7 
Example 194 " 

(lS)-l-(4-Methyl-benzylsulfanylmethyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 

ethylamine 

MS (ESI) tn/e 419 (M+1)*; 'H NMR (300 MHz, MeOH) 5 ppm 2.26 (s, 3 H) 2.62 (s, 3 H) 
2.88 (m, 2 H) 3.67 (m, 1 H) 3.82 (s, 2 H) 4.38 (m, 2 H) 7.18 (m, 6 H) 7.62 (d, J=8.81 Hz, 1 H) 
7.72 (dd, J=8.81, 1.70 Hz, 1 H) 7.85 (dd, J=2.71, 1.70 Hz, 1 H) 8.06 (m, 1 H) 8.30 (d, J=2.71 
Hz, 1 H) 8.62 (d, J=l .70 Hz, 1 H). 
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H 



A-750982.3 
Example 195 

5 (lS)-2-[5-(3-Methyl-iH-indazol-5-yl)-pyridin-3-yloxy]-l-(2-trifluoromethyl-benzyl)- 

ethylarnine 

MS m/z 427 (M + H)"'; 'H NMR (300 MHz, DMSO-D6) 5 ppm 2.57 (s, 3 H) 3.30 (ra, 2 H) 
3.93 (s, 1 H) 4.32 (dd, J=10.85, 5.42 Hz, 1 H) 4.45 (m, 1 H) 7.53 (td, J=8.22, 3.90 Hz, 1 H) 
7.61 (dd, J=8.82, 0.68 Hz, 1 H) 7.68 (m, 2 H) 7.77 (m, 2 H) 8.14 (s, 1 H) 8.23 (d, J=0.68 Hz, 1 
10 H) 8.46 (d, J=2.03 Hz, 1 H) 8.65 (s, 3 H) 8.83 (s, 1 H). 




H 

A-754683.3 
Example 196 

15 (lR)-l-Benzyl-3-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-propylamine 
MS m/z 373 (M + H)*;'H NMR (300 MHz, DMSO-D6) 5 ppm 2.05 (m, 2 H) 2.57 (s, 3 H) 
2.91 (dd, J=13.73, 8.65 Hz, 1 H) 3.1 1 (m, 1 H) 3.63 (m, 1 H) 4.41 (ra, 2 H) 7.25 (m, 1 H) 7.33 
(m, 4 H) 7.61 (dd, J=8.81. 0.68 Hz, 1 H) 7.81 (dd, J=8.81, 1.70 Hz, 1 H) 8.21 (s, 1 H) 8.28 (s, 
2 H) 8.47 (d, J=2.37 Hz, 1 H) 8.82 (s, 1 H). 




H 

A-761612.3 
Example 197 



(lR)-l-Benzyl-4-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yIoxy]-butyiamine 
25 MS m/z 387 (M + H)^; 'H NMR (300 MHz, DMSO-D6) 5 ppm 1 .70 (q, J=7.23 Hz, 2 H) 1 .9 1 
(m, 2 H) 2.57 (s, 3 H) 2.82 (dd, J=13.56, 8.48 Hz, 1 H) 3.06 (dd, J=13.73, 5.26 Hz, 1 H) 3.47 
(s, 1 H) 4.27 (m, 2 H) 7.27 (m, 5 H) 7.61 (d, J=8.48 Hz, 1 H) 7.84 (dd, J=8.81, 1.70 Hz, 1 H) 
8.29 (s, 2 H) 8.33 (s, 1 H) 8.49 (d, J=2.37 Hz, 1 H) 8.87 (s, 1 H). 
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H 

A-761613.3 
Example 198 



(lS)-145-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxymethyl]-3-phenyl-propylamine 
5 MS m/z 373 (M + H)^;'H NMR (300 MHz, DMSO-D6) 5 ppm 2.04 (m, 2 H) 2.57 (s, 3 H) 
2.80 (m, 2 H) 3.57 (m, 1 H) 4.44 (dd, J=10.68, 6.61 Hz, 1 H) 4.59 (m, 1 H) 7.24 (m, 5 H) 7.62 
(d, J=8.82 Hz, 1 H) 7.82 (dd, J=8.65, 1.53-Hz, 1 H) 8.27 (s, 2 H) 8.50 (s, 2 H) 8.54 (d, J=2.71 
Hz, 1 H) 8.86 (s, 1 H). 



10 




A-43 1070.6 
Example 199 

( 1 S)-2-(5-Isoquinolin-6-y l-pyridin-3-yloxy)- 1 -( 1 -methyl- 1 H-indol-3-ylmethy l)-ethylamine 

trifloroacetic acid salt 

15 MS (DCI/NH3) m/z 409(M+1)*; 'HNMR (500MHz, MeOD)5 ppm 3.28 (m, 1 H) 3.33 (m, 1 
H) 3.77 (s, 3 H) 4.00 (m, 1 H) 4.33 (dd, J=10.61, 5.93 Hz, 1 H) 4.46 (dd, J=10.61, 3.12 Hz, 1 
H) 7.04 (m. 1 H) 7.17 (m, 1 H) 7.17 (s, 1 H) 7.36 (d, J=8.42 Hz, 1 H) 7.59 (d, J=7.80 Hz, 1 H) 
7.93 (m, 1 H) 8.28 (dd, J=8.73, 1.87 Hz, 1 H) 8.49 (m, 2 H) 8.59 (m, 3 H) 8.76 (s, 1 H) 9.77 (s, 
IH). 




A-437689.6 
Example 199 

(lS)-[l-(lH-Indol-3-ylmethyl)-2-(5-isoquinolin-6-yI-pyridin-3-yloxy)-ethyl]-dimethyl-amine 
25 'HNMR (400 MHz, MeOD) 5 ppm 3 . 1 6 (s, 6 H) 3 .44 (m, 2 H) 4. 1 1 (m, 1 H) 4.46 (m, 1 H) 
4.55 (m, 1 H) 7.00 (m, 1 H) 7.09 (m, 1 H) 7.26 (m, 1 H) 7.35 (d, J=8.29 Hz, 1 H) 7.60 (d, 
J=7.98 Hz, 1 H) 7.81 (m, 1 H) 8.22 (dd, J=8.59, 1.53 Hz, 1 H) 8.42 (m, 2 H) 8.50 (m, 1 H) 
8.55 (d, J=8.90 Hz, 1 H) 8.61 (m, 1 H) 8.72 (m, 1 H) 9.73 (s, 1 H) 
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A-750069.7 
Example 200 

5 (lS)-l-Benzo[b]thiophen-3-yimethyl-2-[5-(3-methyl-lH-indazol-5-yl)-pyridm-3-yloxy]- 

• ethylamine 

MS (DCI/NH3) m/z 415 (M+1); 'HNMR (400 MHz, MeOD) 5 ppm 2.62 (s, 3 H) 3.41 (dd, 
J=14.73, 6.75 Hz, 1 H) 3.50 (dd, J=14.42, 8.59 Hz, 1 H) 4.12 (m, 1 H) 4.32 (dd, J=10.43, 5.22 
Hz, 1 H) 4.45 (dd, J=10.74, 3.07 Hz, 1 H) 7.40 (m, 2 H) 7.55 (m, 1 H) 7.61 (d, J=8.90 Hz, 1 
10 H) 7.68 (dd, J=8.59, 1.53 Hz, 1 H) 7.91 (m, 3 H) 8.03 (s, 1 H) 8.35 (s, 1, H) 8.64 (s, 1 H). 



H 




A-759277.2 

Example 201 



(lS)-2-[5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-thlophen-3-ylmethyl-ethylamine 
MS (DCI/NH3) m/z 365 (M+l)""; 'HNMR (500 MHz, MeOD) 5 ppm 2.63 (s, 3H) 3.43 (m, 2 
H) 3.98 (m, 1 H) 4.40 (dd, J=10.61, 5.62 Hz, 3 H) 4.52 (dd, J=10.61, 3.12 Hz, 1 H) 7.03 (dd, 
J=8.42, 3.43 Hz, 1 H) 7.06 (m, 1 H) 7.36 (dd, J=4.99, 1.25 Hz, 1 H) 7.64 (d, J=8.73 Hz, 1 H) 
7.75 (dd, J=8.73, 1.87 Hz, 1 H) 8.14 (s, 1 H) 8.21 (m, 1 H) 8.47 (brs, 1 H) 8.77 (s, 1 H). 




A-713679.21 
Example 202 

(lS)-l-Benzyloxymethyl-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethylamine 

25 

^HBoc 
Example 202A 
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(lS)-j;i-Benzyloxymethyl-2-(5-bromo-pyridin-3-yloxy)-ethyl]-carbamic acid tert-butyl ester 
The product was prepared by substituting Boc-serinoi(Bn) for Boc-tryptophanol in Example 
2A. MS m/z 437, 439 (M + Ht; 'H NMR (300 MHz, DMSO-D6) 5 ppm 1.37 (s, 9 H) 3.50 
(d, J=6.10 Hz, 2 H) 3.97 (m, 1 H) 4.1 1 (m, 2 H) 4.50 (s, 2 H) 6.99 (d, J=7.80 Hz, 1 H) 7.29 (m, 
5 5 H) 7.70 (m, 1 H) 8.28 (dd, J=4.75, 2.37 Hz, 2 H). 




Example 202B 

(lS)-[l-Benzyloxymethyl-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethyl]-carbamic acid tert- 
butyl ester 

10 The desired product was prepared by substituting 202A for Example 2A in Example 27B. 'H 
NMR (300 MHz, DMSO-D6) 5 ppm 1.38 (s, 9 H) 3.56 (d, J=6.10 Hz, 2 H) 4.04 (m, 1 H) 4.22 
(d, J=5.43 Hz, 2 H) 4.52 (s, 2 H) 7.05 (d, J=8.14 Hz, 1 H) 7.28 (m, 5 H) 7.87 (m, 2 H) 8.10 
(dd, J=8.65, 1.53 Hz, 1 H) 8.25 (d, J=8.82 Hz, 1 H) 8.35 (d, J=2.71 Hz, 1 H) 8.40 (s, 1 H) 8.56 
(d, J=5.76 Hz, 1 H) 8.68 (d, J=l .70 Hz, 1 H) 9.37 (s, 1 H). 




Example 202C 

(lS)-l-Benzyloxymethyl-2-(5-isoquinolin-6-yI-pyridin-3-yloxy)-ethylamine 
The desired product was prepared by substituting Example 202B for Example 27A in 
Example 202. in Example 27C. MS m/z 386 (M + 1)^; 'H NMR (300 MHz, DMSQD6) 5 
20 ppm 3.76 (m, 3 H) 3.97 (s, 2 H) 4.44 (m, 2 H) 4.60 (s, 2 H) 7.35 (m, 5 H) 8.00 (m, 1 H) 8.33 
(m, 2 H) 8.48 (d, J=2.71 Hz, 1 H) 8.54 (d, J=8.81 Hz, 1 H) 8.66 (s, 1 H) 8.68 (d, J=6.10 Hz, 1 
H) 8.81 (d, J=1.70 Hz, 1 H) 9.75 (s, 1 H). 




H 

A-750983.3 
Example 203 

(lS)-l-Benzyloxymethyl-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-ethylamine 
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Example 203A 

5-Bromo-3-methyl-indazole-l-carboxylic acid tert-butyl ester 
A solution of Example 102C (1.0 g; 4.7 mmol), TEA (526 mg; 5.2 mmol), DMAP (200 mg; 
L6 mmol) and di-tert-butyldicarbonate (1.1 g; 5.0 mmol) in CH3CN (15 mL) was stirred at 
r.t. for 3 hrs, evaporated, and isolated by flash chromatography (30% E^O/hexane) to give the 
desired product as a white solid (1 .4 g; 95%). 




Example 203B 

3-Methyl-5-trimethylstannanyl-indazoIe-l-carboxylic acid tert-butyl ester 
A solution of Example 203A (1.35 g; 4.3 mmol), hexamethylditin (1.56 g; 4.8 mmol), and 
Pd(PPh3)4 (250 mg, 0.22 mmol) in toluene (15 mL) was stirred overnight at 85 °C, evaporated 
and purified by flash chromatography (20% EtzO/hexane) to provide the desired product 
(1.32 g; 77%). 



NHBoc 



Example 203C 

(2S)-5-[5-(3-Benzyloxy-2-tert-butoxycarbonylamino-propoxy)-pyridin-3-yl]-3-methyl- 
indazole-l-carboxylic acid tert-butyl ester 
The desired product was prepared by substituting 203B for Example 27A in Example 202B. 
MS m/z 589 (M + Hf; 'H NMR (300 MHz, DMSO-D6) 5 ppm 1 .38 (s, 9 H) 1 .66 (s, 9 H) 2.59 
(s, 3 H) 3.32 (m, 1 H) 3.56 (d, J=6.10 Hz, 2 H) 4.20 (d, J=5.76 Hz, 2 H) 4.52 (s, 2 H) 7.03 (d, 
J=8.14 Hz, 1 H) 7.27 (m, 1 H) 7.32 (m, 4 H) 7.78 (s, 1 H) 8.00 (dd, J=8.82, 1.70 Hz, 1 H) 8.12 
(m, 1 H) 8.26 (d, J=1.02 Hz, 1 H) 8.29 (d, J=2.71 Hz, 1 H) 8.61 (d, J=1.70 Hz, 1 H). 





Example 203D 

(lS)-l-Benzyloxymethyl-2-[5-(3-methyI-lH-indazol-5-yl)-pyridin-3-yloxy]-ethylamine 
The desired product was prepared by substituting 203C for Example 27B in Example 27C. 
MS m/z 389 (M + H)*; 'H NMR (300 MHz, DMSO-D6) 5 ppm 2.57 (s, 3 H) 3.79 (m, 3 H) 
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4.51 (m, 2 H) 4.60 (s, 2 H) 4.90 (br s, 2 H) 7.34 (m, 5 H) 7.61 (d, J=8.81 Hz, 1 H) 7.80 (dd, 
J=8.81, 1.70 Hz, 1 H) 8.23 (s, 1 H) 8.27 (s, 1 H) 8.52 (m, 2 H) 8.85 (d, J=1.70 Hz, 1 H). 



10 
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25 




NH2 
A-682707.0 
Example 204 

(lS)-2-(54soquinolin-6-yl-pyridin-3-yloxy)-l-(naphthalen-2-yloxymethyl)-et^^ 




Example 204A 

(1 S)-[l -Hydroxymethyl-2-(5-isoquinolin-6-yl-pyridin-3-yioxy)-ethyl]-carbamic acid tert- 

butyl ester 

To Example 202B (290 mg, 0.60 mmol) was added sequentially: ammonium formate (377 
mg, 5.97 mmol), MeOH (wet) (15 mL), and 10% Pd/C (320 mg). The resulting black 
reaction mixture was warmed to 70 °C for 6 d and then cooled to room temperature and 
filtered through Celite. K2CO3 (50 mg) and* silica gel were added and the volatiles removed 
on a rotary evaporator. Flash chromatography (2-3-5-7% MeOH/CH2Cl2) gave 40 mg (14%) 
recovered starting material and 89 mg (38%) of as a colorless waxy solid. = 0.32 (10% 
MeOH/CH.Cy; 'H NMR (300 MHz, DMSO-D6) 5 ppm 1.38 (s, 9 H) 3.51 (td, J=5.76, 2.71 
Hz, 2 H) 3.84 (m, 1 H) 4.19 (m, 2 H) 4.84 (t, J=5.76 Hz, 1 H) 6.82 (d, J=8.14 Hz, 1 H) 7.89 
(m, 2 H) 8.1 1 (dd, J-8.65, 1.53 Hz, 1 H) 8.25 (d, J-8.82 Hz, 1 H) 8.36 (d, J=2.71 Hz, 1 H) 
8.41 (s, 1 H) 8.56 (d, J=5.76Hz, 1 H) 8.68 (d, J=1.70 Hz, 1 H) 9.37 (s, 1 H). 




Example 204B 

(lS)-[2-(5-Isoquinolin-6-yl-pyridin-3-yloxy)-l-(naphthalen-2-yloxymethyl)-ethyl]-carbamic 

acid tert-butyl ester 

2-Napthol (15 mg, 101 jitmol). Example 204A (20 mg, 51 jumol), DEAD (17 mg, 76 
l^imol), and PPhj-polymer (3 mmol/g) (34 mg, 101 jmnol) were combined in a 10 mL round 
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bottom flask. THF (2 mL) was added and the reaction mixture stirred 2 d at 23 °C and then 
rotavapped with silica gel. Flash chromatography (2-3-5-10% MeOH/CI^Cy gave 19 mg 
(73%) of as a colorless waxy solid. Rf = 0.47 (10% MeOH/CH2Cl3);'H NMR (300 MHz, 
DMSO-D6) 5 ppm 1.41 (s, 9 H) 4.24 (m, 3 H) 4.37 (m, 2 H) 7.19 (dd, J=8.82, 2.71 Hz, 1 H) 
7.34 (m, 3 H) 7.45 (td, J=7.54, 1.19 Hz, 1 H) 7.78 (s, 1 H) 7.81 (s, 1 H) 7.84 (s, 1 H) 7.88 (d, 
J=5.76 Hz, 1 H) 7.92 (s, 1 H) 8.10 (dd, J=8.48, 1.70 Hz, 1 H) 8.24 (d, J=8.48 Hz, 1 H) 8.40 
(m, 2 H) 8.56 (d, J=5.76 Hz, 1 H) 8.69 (d, J=1.70 Hz, 1 H) 9.37 (s. 1 H). 




Example 204C 

(lS)-2-(5-Isoquinolin-6-yl-pyridin-3-yloxy)-l-(naphthalen-2-yIoxymethyl)-ethylamine 
The desired product was prepared by substituting Example 204B for Example 27B in 
Example 27C. LCMS m/z 422 (M+l)"; 'H NMR (300 MHz, DMSaD6) 5 ppm 3.54 (dt, 
J=l 1 .44, 5.64 Hz, 1 H) 4.23 (m, 4 H) 7.20 (dd, J=8.98, 2.54 Hz, 1 H) 7.34 (m, 2 H) 7.45 (ddd, 
J=8.05, 6.87, 1.36 Hz, 1 H) 7.81 (m, 3 H) 7.88 (m, 2 H) 8.09 (m, 1 H) 8.24 (d, J=8.48 Hz, 1 H) 
8.38 (s, 1 H) 8.42 (d, J=2.71 Hz, 1 H) 8.55 (d, J=5.76 Hz, 1 H) 8.67 (d, J=1.70 Hz, 1 H) 9.37 
(s, IH). 



Example 205 

n.V^-2-C5-Isoquinolin-6-vl-pvridin-3-vloxvVl-(pvridin-3-y lQxvmethvl')-ethylamine 
The desired product was prepared as tri-TFA salt by substituting 3 -hydroxy pyridine for 2- 
naphthol in Example 204. MS m/z 373 (M + 1)"; 'H NMR (300 MHz, DMSO-D6) 5 ppm 
4.10 (m, 1 H) 4.48 (m, 4 H) 7.44 (dd,J=8.65, 4.92 Hz, 1 H) 7.54 (m, 1 H) 7.96 (t, J=2.03 Hz, 
1 H) 8.09 (d, J=6.78 Hz, 1 H) 8.21 (dd, J^8.65, 1.53 Hz, 1 H) 8.27 (d, J=4.75 Hz, 1 H) 8.41 
(m, 2 H) 8.49 (m, 4 H) 8.63 (d, ^=5.76 Hz, 1 H) 8.79 (d, J=1.70Hz, 1 H) 9.56 (s, 1 H). 



Example 206 

ny>-2-(5-lsoquinolin-6-vl-pvridin-3-vloxv')-l-(quinolin-7-v loxvmethvl)-ethylamine 
The desired product was prepared as trifluoroacedic acid salt by substituting 7- 
hydroxyquinoline for 2-naphthol in Example 204. 'H NMR (300 MHz, DMSO-D6) 5 ppm 
4.24 (m, 4 H) 7.45 (m, 3 H) 7.90 (m, 3 H) 8.09 (dd, J=8.48, 1.70 Hz, 1 H) 8.23 (s, 1 H) 8.25 
(s, 1 H) 8.39 (s, 1 H) 8.42 (d,y=2.71 Hz, 1 H) 8.56 (d, J=5.43 Hz, 1 H) 8.67 (d, J=1.70 Hz, 1 
H) 8.73 (dd, J=4.41, 1.70 Hz, 1 H) 9.37. (s, 1 H). 
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Example 207 

f25^-4-r2-Amino-3-r5-isoquinolin-6-vl-pvridin-3-vloxvVpropox vl-benzonitrile 
The desired product was prepared as trifluoroacedic acid salt by substituting 4-cyanoplienol 
for 2-naphthoI in Example 204. 'H NMR (300 MHz, DMSO-D6) 8 ppm 2.27 (br s, 2 H) 3.49 
(m, 1 H) 4.18 (m, 4 H) 7.16 (m, 2 H) 7.76 (ra, 2 H) 7.86 (dd, ^2.71, 2.03 Hz, 1 H) 7.89 (d, 
J=5.76 Hz, 1 H) 8.09 (dd, ^8.65, 1.86 Hz, 1 H) 8.25 (d, J=8.82 Hz, 1 H) 8.39 (m, 2 H) 8.56 
(d, J=5.76 Hz, 1 H) 8.68 (d, ^1.69 Hz, 1 H)9.37 (s, 1 H). 



Example 208 

r2.S^-iV'-f5-('3-methyl-lH-indazol-5-vn-Pvridin-3-vn-3-phenvl-propane-l,2-diamine 

Example 208A 

(2S)-i l-r(5-Bromo-pvridin-3-vlaminoVmethvn-2-phenvl-ethv l>-carbamic acid /grf-butyl 

ester 

A solution of Example 23B (0.4 g, 2.3 mmol), (l-formyI-2-phenyl-ethy)-carbamic acid tert- 
butyl ester (0.7g, 2.8 mmol), and Ti(iPrO)4 (10 ml) in C^Cl^ (15 mL) was stirred at room 
temperature for 2 h. The solvent was evaporated off and the residue was dissolved in 15 ml of 
EtOH. The solution was treated with NaBHaCN (0.5 g, 4.9 mmol) then stirred overnight at 
room temperature. The mixture was diluted with ethyl acetate (50 ml), washed with water (25 
ml) and brine (25 ml). The ethyl acetate was evaporated off and the residue was purified by 
flash column chromatography on silica gel, eluting with a solvent gradient of 1:4 to 1:1 ethyl 
acetate/hexane to give 0.28 g of product (30 %). MS: (ESI) m/z 408 (M + Hf. 

Example 208B 

(2.y)-5-r5-(2-ferf-Butoxvcarbonylamino-3-phenyl-propvlamino)-pvridin-3-v n-3-methyl- 
indazole-l-carboxylic acid fgr^butyl ester 
The desired product was prepared by substituting Example 208A for Example 202A in . 
Example 203C. 

Example 208C 

(25)-7/'-(5-(3-methvl-lH-indazol-5-vn-pvridin-3-vl)-3-phenvl-propane- 1.2-diamine 
The desired product was prepared by substituting Example 208B for Example 27B in 
Example 27C. MS: (ESI) m/z 358 (M + H)*; 'H NMR (500 MHz, DMSO-D6) 5 ppm 2.56 (d, 
J=3.74 Hz, 3 H) 3.00 (m, 2 H) 3.42 (d, J=5.30 Hz, 3 H) 6.89 (m, 1 H) 7.27 (m, 2 H) 7.35 (m, 3 
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H) 7.57 (s, 1 H) 7.62 (d, J=4.06 Hz, 2 H) 8.01 (s, 1 H) 8.07 (ra, 1 H) 8.13 (s, 2 H) 8.38 (s, 1 

H). 



Example 209 

f26^-iV^-(2-Amino-3-phenvl-propvlViV'-r5-(3-methvl-lj!f-indaz ol-5-vlVpvrtdin-3-yn- 

methanesulfonamide 

Example 208B (500mg, 0.90mmol) in pyridine (8ml) was added dropwise with methyl 
sulfonyl chloride (308mg, 2.7mmol) in an ice-bath. The reaction mixture was allowed to 
warm up to rt and stirred for 12hrs. The solvent was removed by bubbling nitrogen to the 
reaction flask. The residue was chromatographed on silica gel eluting with EtOAc to give the 
Boc protected product, which was deprotected according to the procedure described in 
Example 27C to give the title compound as trifluoroacetic acid salt (2 1 .2mg, 4%). MS 
(DCI/NH3) m/z 436 (M+1)*; 'HNMR (500 MHz, MeOD) 5 ppm 2.62 (s, 3 H) 2.89 (dd, 
>=14.35, 9.36 Hz, 1 H) 3.03 (s, 3 H) 3.05 (dd, J=14.35, 5.62 Hz, 1 H) 3.59 (m, 1 H) 4.06 (d, 
y=5.93 Hz, 2 H) 7.07 (s, 1 H) 7.09 (s, 1 H) 7.18 (d, J=7.18 Hz. 1 H) 7.24 (m, 2 H) 7.60 (s, 1 
H) 7.60 (s, 1 H) 7.95 (s, 1 H) 8.10 (t, J=1.87 Hz, 1 H) 8.59 (s, 1 H) 8.87 (s, 1 H). 

Example 210 

f25^-.A^-f2-Amino-3-phenvl-propvn-A^-r5-(3-methvl-li/-inda zol-5-vn-PVridin-3-yll- 

benzenesulfonamide 

The desired product was prepared as trifluoroacetic acid salt by substituting benzenesulfonyl 
chloride for methanesulfonyl chloride in Example 209. MS (DCI/NH3) m/z 498 (M+1)*; 'H 
NMR (500 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 2.84 (dd, J^U.04, 8.42 Hz, 1 H) 2.97 (dd, 
J=14.04, 5.62 Hz, 1 H) 3.45 (m, IH) 3.78 (m, 2 H) 7.17 (s, 1 H) 7.19 (s, 1 H) 7.24 (d/=7.18 
Hz, 1 H) 7.30 (m, 2 H) 7.43 (s, 1 H) 7.44 (d,J=0.62 Hz, 1 H) 7.50 (dd, J=8.73, 1.56 Hz, 1 H) 
7.57 (d, J=8.42 Hz, 1 H) 7.62 (m, 3 H) 7.78 (t,J=7.49 Hz. 1 H) 7.82 (s, 1 H) 8.1 1 (s, 3 H) 8.25 
(d, y=2.18 Hz, 1 H) 8.92 (d, 7=1.87 Hz, 1 H). 

Example 211 

f25^-iV-f2-Amino-3-phenvl-propyn-iV^-r5-f3-methvl-l.H-indaz ol-5-vn-Pvridin-3-yl1- 

benzamide 

The desired product was prepared ias trifluoroacetic acid salt by substituting benzoyl chloride 
for methanesulfonyl chloride in Example 209. MS (DCI/NH3) m/z 462 (M+1)^;'H NMR 
(500 MHz, DMSO-D6) 5 ppm 2.54 (s, 3 H) 2.90 (dd,J=14.04, 9.05 Hz, 1 H) 3.03 (dd. 
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y=14.04, 5.30 Hz, 1 H) 3.65 (m, 1 H) 4.09 (dd,J=14.97, 4.06 Hz, 1 H) 4.28 (dd, J=14.97, 8.42 
Hz, 1 H) 7.19 (m, 3 H) 7.27 (m, 4 H) 7.33 (m, 2 H) 7.44 (dd,J=8.73, 1.56 Hz, 1 H) 7.54 (d, 
J=8.73 Hz, 1 H) 7.75 (s, 1 H) 7.86 (m, 1 H) 8.09 (s. 3 H) 8.22 (d^=2.18 Hz, 1 H) 8.69 (d, 
J=1.87Hz, 1 H). 



Example 212 

f2.S^-iV-f2-Amino-3-phenvl-propvlViV-r5-f3-methvl-liy-indazo l-5-vlVpvridinO-vi1-acetam 
The desired product was prepared as trifluoroacetic acid salt by substituting acetyl chloride 
10 for methanesulfonyl chloride in Example 209. MS (DCI/NH3) m/z 400 (M+1)"; IH NMR 
(400 MHz, MeOD) 5 ppm 1.98 (s, 3 H) 2.63 (s, 3 H) 2.90 (dd, 7=14.12, 8.90 Hz, 1 H) 3.02 
(dd,J=13.81,5.83Hz, 1 H)3.68 (m, 1 H) 3.76 (dd, J=15.04, 2.46 Hz, 1 H)4.31 (dd,J=15.04, 
7.98 Hz, 1 H)7.25-7.1 1 (m, 6H) 7.64 (m, 2 H) 8.00 (s, 1 H) 8.03 (s, 1 H) 8.46 (s, 1 H) 8.93 s, 1 
H) 



Example 213 

f25^-3-r2-Amino-3-flH-indoI-3-vn-propvlidene1-5-isoquinolin-6-vl-l,3-dihydro-indol-2-one 
The desired product was prepared as trifluoroacetic acid sah by substituting 5-bromooxindole 

20 for 5-bromo-7 aza-oxindole in Example 44. MS (DCI/NH3) 

m/z 431 (M+1)*; 'HNMR (500 MHz, MeOD) 5 ppm 3.26 (dd, J=14.35, 9.67 Hz, 1 H) 3.57 
(dd, J=14.66, 4.06 Hz, 1 H) 5.05 (dt, >19.34, 4.06 Hz, 1 H) 6.71 (m, 1 H) 6.83 (d,J=9.98 Hz, 
1 H) 6.85 (m, 1 H) 6.98 (d, J=8.42 Hz, 1 H) 7.03 (m, 1 H) 7.06 (d,J=8.11 Hz, 1 H) 7.14 (d, 
^1.56 Hz, 1 H) 7.55 (dd, J=8.73, 1.87 Hz, 1 H) 7.64 (dd,>=8.11, 1.56 Hz, 1 H) 7.69 (d, 

25 y=8.1 1 Hz, 1 H) 7.94 (s, 1 H) 8.18 (d, 7=6.24 Hz, 1 H) 8.31 (d, J=8.73 Hz, 1 H) 8.52 (s, 1 H) 
9.55 (s, 1 H). 

Example 214 

(•15')-2-(5-Isoquinolin-6-vl-Pvridin-3-vloxv)-l-d-methvl-lj7-indol-3-vl methvn-ethvlamine 
30 The title compound was prepared as trifluoroacetic acid salt by substituting 5-bromo-7- 
azaindole (D. Mazeas, et al., Heterocycles 1990, 50, 1065) for 6-bromophthaIimide in 
Example 32. MS (DCI/NH3) m/z 384 (M+1)*; 'HNMR (500 MHz, MeOD) 5 ppm 3.29 (m, 1 
H) 3.33 (dd, 7=8.11, 2.81 Hz, 1 H) 4.03 (m, 1 H) 4.36 (dd, 7=10.61. 5.62 Hz, 1 H) 4.49 (dd, 
7=10.61, 3.12 Hz, 1 H) 6.69 (d, 7=3.12 Hz, 1 H) 7.02 (m, 1 H) 7.10 (t,7=7.49 Hz, 1 H) 7.25 
35 (s, 1 H) 7.36 (d, 7=8.1 1 Hz, 1 H) 7.57 (m, 2 H) 8.08 (s, 1 H) 8.45 (s, 2 H) 8.58 (s, 1 H) 8.80 
(s, 1 H). 
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Example 215 

ay»-l^(lf/-Indol-3-vlmethyl>245-(l//-pyrrolor2,3-61pvridin-5>vn-p vri 

ethylamine 

5 

Example 215A 

fl6^-A^41-(l.H-Indol-3-vlmethvlV2-(5-isoquinolin-6-vl-pvri^^ 

benzenesulfonamide 

10 To a solution of Example 27 (400mg, 1 .Olmmol) and DIEA (1.06mL, 6.06mmol) in THF 
(30mL) in ice-bath cooling was added 2-nitrobenzylsulfonyI chloride (896mg, 4.04mmol). 
The reaction was allowed to warm up to rt for 12hrs. The reaction mixture was concentrated 
and the resulting crude oil was purified by flash column chromatography eluting with 
EtO Ac/Hex (1:1), EtOAc, and EtOAc/MeOH (20:1) to give the title compound (267mg, 

15 46%). MS (DCI/NH3) m/z 580(M+1)^ 

Example 2 15B 

n5^-iNr-ri-(li/-Indol-3-yImethyn-2-(5-isoquinolin-6-yl-pyridin-^ 

nitro-benzenesulfonamide 

20 To a solution of Example 215A (260mg, 0.45mmol), MeOH (16uL, 4.5mmol), and PhjP 
(591mg, 2.25mmol) in THF (lOmL) in an ice-bath was added dropwise DEAD (392mg, 
2.25mmol). The reaction was allowed to ward up to rt for 12hrs. The reaction mixture was 
concentrated and the resulting crude oil was purified by flash column chromatography eluting 
with EtOAc, and EtOAc/MeOH (40:3) to give the title compound (47mg, 18%). MS 

25 (DCI/NH3) m/z 594(M+1)\ 

Example 2 15C 

fl^-l-riiy4ndol-3-ylmethvn-245-(m-pyrrolor2,3-61pyridin-5- vlV 

ethylamine 

30 A mixture of Example 215B (47mg, O.OSmmol), PhSH (9.7uL, 0.095mmol), and K2CO3 

(33mg, 0.237mmol) in DMF (5mL) was stirred at rt for 2hrs. The reaction was Concentrated 
to dryness. The resulting. residue was purified on CI 8 HPLC to afford the title compound 
(34.2mg, 58%). MS (DCI/NH3) m/z 409(M+1)*'; ^HNMR (500 MHz, MeOD) 5ppm 2.91 (s, 
3 H) 2.99 (brs, 1 H) 3.37 (dd,y=14.66, 9.36 Hz, 1 H) 3.43 (dd, >14.66, '5.93. Hz, 1 H) 3.96 

35 (m, 1 H) 4.38 (dd, J=10.92, 4.37 Hz, 1 H) 4.52 (dd, J=10.92, 2.81 Hz, 1 H) 6.99 (dt, >8T 1, 
0.94 Hz, 1 H) 7.10 (dt, >8.11, 0.94 Hz, 1 H)7.25 (s, 1 H) 7.36 (d, >8.11 Hz, 1 H) 7.58 (d, 
J=8.1 1 Hz, 1 H) 7.92 (m, 1 H) 8.29 (dd, >8.73, 1.87 Hz, 1 H) 8.49 (d, >6.55 Hz, 1 H) 8.50 
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(s, 1 H) 8,56 (s, 1 H) 8.60 (cl,J=8.73 Hz, 1 H) 8.63 (d, J=6.55 Hz, 1 H) 8.77 (s, 1 H) 9.78 (s, 

IH). 



5 



Example 216 

a>S^-2-{ 542-f 2-Fluoro-pvridin-4-vn-vinyl1-pyridin-3-vloxvl -1 -f 1^ 

ethylamine 



10 



Example 216A 
2-Fluoro-4-vinylpyridine 



A mixture of 2-fluoro-4-iodopyridine (2.23g, lO.Ommol), tributyl vinyl tin (3.8g, 12mmol), 
and Pd2Cl2(PPh3)2 (703mg, l.Ommoi) in dioxane (20mL) was heated under nitrogen at 80 °C 
overnight. After cooled, ethyl acetate (40 ml) and saturated KF aqueous solution were added 
to the reaction mixture. The mixture was stirred for 30 min. The organic layer was separated 
15 and washed with water, dried (MgS04), and concentrated. The resulting residue was purified 
by flash column chromatography eluting with hexane/ethyl acetate (20:1) to provide the title 
compound (463mg, 38%). *HNMR (500 MHz, CDC13) 5 ppm 5.55 (d,J=10.92 Hz, 1 H) 5.99 
(d, /=17.47 Hz, 1 H) 6.67 (dd,/=17.47, 10.61 Hz, 1 H) 6.88 (m, 1 H) 7.17 (dt, J=5.30, L56 
Hz, 1 H) 8.16 (d, J=5.30 Hz, 1 H). 



Example 216B 

(liS^-r2-{542-(2-FluorO"Pyridin-4-yn-vinyl1-pyridin-3-yloxyl"l-(liJ-indol-^ 

ethyll-carbamic acid tert-hutyl ester 
The desired product was prepared as a trifluoroacetic acid salt by substituting Example 216A 
25 for 4-vinylpyridine in Example 2 (1.067g, 84%). MS (DCI/NH3) m/z 489 (M+1)"; 'HNMR 
(400 MHz, MeOD) d ppm 1.42 (m, 9 H) 2.98 (m, 1 H) 3.04 (m, 1 H) 3.14 (m, 1 H) 4.09 (m^ 
H) 4.25 (m, 1 H) 6.96 (t, J=7.36 Hz, 1 H) 7.07 (t, J=7.07 Hz, IH) 7.09 (m, 1 H) 7.20 (m, 1 H) 
7.29 (m, 2 H) 7.45.(m, 2 H) 7.59 (m, 2 H) 8.16 (d, J=5.52 Hz, 1 H) 8.19 (s, 1 H) 8.32 (s, 1 H). 



F 




N 



N 
H 



20 



30 



Example 217 

(16^-l-(lif-Indol-3-yimethyl)-2-{5-r2-(2-methoxy~pyridin-4-yl)-vinylVpyridin>3 

ethylamine 



Example 217A 



-133- 



wo 03/051366 PCT/US02/39915 
fl.S^-a-(ljy-Indol-3-vlmethvlV2-(5-r2-(2-methoxv-pv ridin-4-vlVvinvn-pvridin-3-yloxy}- 

ethylVcarbamic acid tert-hutyl ester 
A mixture of Example 216B (lOOmg, 0.2mmol), NaOMe (25% in MeOH) (ImL) in MeOH 
(lOmL) was refluxed for 8 hrs. The mixture was concentrated to give tiie crude product. 

Example 2 17B 

(l^-l-(l/f-Indol-3-vlmethyn-2-(5-r2-(2-methoxy-py ridin-4-vn-vinyn-pyridin-3-yloxy>- 

ethylamine 

Example 217A was treated with TFA (ImL) at rt for 10 min. Upon Removal of the TFA, the 
crude product was purified on CI 8 HPLC to give the title compound (1 01 .8mg, 69%). MS 
(DCI/NH3) m/z 401 (M+1)^; 'HNMR (400 MHz, MeOD) 5 ppm 3.31 (m, 2 H) 3.99 (s, 3 H) 
4.00 (m,lH) 4.29 (dd, J=10.43, 5.52 Hz, I H) 4.41 (dd, 7=10.43, 3.07 Hz, 1 H) 7.03 (m, 1 H) 
7.06 (s, 1 H) 7.13 (m, 1 H) 7.24 (s, 1 H) 7.27 (dd,J=5.52, 1.23 Hz, 1 H) 7.34 (d, J=16.26 Hz, 
1 H) 7.39 (d, J=8.29 Hz, 1 H) 7.48 (d, J=16.57 Hz, 1 H) 7.59 (d, J=7.98 Hz, 1 H) 7.87 (s, 1 H) 
8.16 (d, J=5.22 Hz, 1 H) 8.40 (brs, 1 H) 8.57 (brs, 1 H). 



Example 218 

fl.S^-l-(l/f-Indol-3-vlmethvlV2-{5-r2-(2-phenoxy-pvridin-4-vn-v inyll-pyridin-3-yloxy}- 

ethylamine 

A mixture of Example 216B (50 mg, 0.1 mmol), phenol (94mg, l.Ommol) and KOH (1 1.2mg, 
0.2mmol) was heated at 140 C in a sealed bottle for 2 hrs. The mixture was concentrated to 
dryness. The residue was then treated with TFA (ImL) at rt for 10 min. Upon Removal of 
TFA, the crude product was purified on CI 8 HPLC to give rhe title compound (4.3mg, 5.3%). 
MS (DCI/NH3) ra/z 463 (M+1)*; 'HNMR (400 MHz, MeOD) 5 ppm 3.30 (m, 1 H) 3.48 (dd, 
y=13.81, 7.06 Hz, 1 H) 4.00 (m, 1 H) 4.27 (dd,^10.43, 5.83 Hz, 1 H) 4.40 (dd, J=10.43, 3.07 
Hz, 1 H) 7.15-7.01 (m, 5H) 7.26-7.23 (m, 2H) 7.48-7.32 (m, 6H) 7.59 (d, J=7.98 Hz, 1 H) 
7.87 (m, 1 H) 8.16 (d, J=5.52 Hz, 1 H) 8.35 (s, 1 H) 8.53 (s, 1 H). 

Example 219 

(l.S^-2-f5-r2-(2-Benzylsulfanyl-pyridin-4-vl)-vinyl1-pyridin-3-yloxy>-l-(lij -indol-3- 

ylmethyl)-ethvlamine 

The title compound was prepared as trifloroacetic acid salt by substituting benzylthiol for 
phenol in Example 218. MS (DCI/NH3) m/z 493(M+1)^; 'HNMR (500 MHz, MeOD) 5 ppm 
3.31 (m, 1 H) 3.35 (m, 1 H) 4.00 (m, 1 H) 4.26 (dd, J=10.61, 5.62 Hz, 1 H) 4.39 (dd, /=10.61, 
3.43 Hz, 1 H) 4.48 (m. 2 H) 7.03 (m, 1 H) 7.13 (m, 1 H) 7.27 (ra, 6 H) 7.40 (m, 4 H) 7.47 (d. 
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J=16.53 Hz, 1 H) 7.52 (m, 1 H) 7.59 (d, J=7.80 Hz, 1 H) 7.78 (s, 1 H) 8.43 (d, /=5.30 Hz, 1 
H) 8.56 (s, IH). 



5 Example 220 

f4-(2-(54(26^-2-Amino-3-(l/f-indol-3-vl)-propoxv1-pvridin-3-vll-vinvn-pvridin-2-vl1- 

cvclopropyl-amine 

A mixture of Example 216 (100 mg, 0.2 mmol) and cyclopropyl amine (1.5mL) was heated at 
125 °C for 36 hrs. The mixture was concentrated to dryness. The residue was then treated 

10 with TFA (ImL) at rt for 10 min. Upon removal of TFA, the crude product was purified on 
CIS HPLC to give the title compound (4.1mg, 3%). MS (DCI/NH3) m/z 426(M+iy; 'HNMR 
(500 MHz,MeOD) 6 ppm 0.74 (m, 2 H) 1.03 (m, 2 H) 2.71 (m, 1 H) 3.29 (m, 1 H) 3.34 (m, 1 
H) 4.00 (m, 1 H) 4.27 (dd, J=10.61, 5.62 Hz, 1 H) 4.39 (dd, J=10.61, 3.43 Hz, 1 H) 7.03 (m, 
J=15.91 Hz, 1 H) 7.10 (s, 1 H) 7.13 (m, 1 H) 7.23 (s, 1 H) 7.26 (dd, J=6.86, 1.56 Hz, 1 H) 

15 7.39-7.34 (m, 2H) 7.58 (d, J=5.30 Hz, 1 H) 7.60 (d,y=3.12 Hz, 1 H) 7.83 (m, 1 H) 7.87 (d, 
J=6.86 Hz, 1 H) 8.37 (s, 1 H) 8.52 (s, 1 H). 



Example 221 

20 r4-(2-l5-r(26^-2-Amino-3-(l.^-hidol-3-yl)-propoxy1-pvridin-3-vU-vinyn-pvridin-2-vl1- 

benzyl-amine 

The title compound was prepared as trifloroacetic acid salt by substituting benzylamine for 
cyclopropylamine in Example 220 (38.2mg, 23%). MS (DCI/NH3) m/z 476 (M+l)"-; 'HNMR 
IH NMR (500 MHz, MeOD)5 ppm 3.30 (m, 1 H) 3.34 (m, 1 H) 3.99 (m, 1 H) 4.24 (dd, 
25 J=10.61, 5.62 Hz. 1 H) 4.37 (dd, J=10.61, 3.12 Hz, 1 H) 4.63 (s, 2 H) 7.02 (m, 1 H) 7.10 (m, 1 
H) 7.12 (m. 1 H) 7.22 (m, 2 H) 7.41 (m, 3 H)7.39-7.29(m, 4H) 7.57 (d, J==9.05 Hz, 1 H) 7.59 
(m, 1 H) 7.73 (s, 1 H) 7.82 (d, J=6.86 Hz, 1 H) 8.37 (s, 1 H) 8.52 (s, 1 H). 

30 Example 222 

[4-(2-{5-r(25^-2-Amino-3-(li/-indol-3-yn-propoxy1-pyridin-3-yn-vinvn-pyridin-2-yn-ethyl- 

amine 

The title compound was prepared as trifloroacetic acid salt by substituting ethylamine for 
cyclopropylamine in Example 220 (16mg, 15%); MS (DCI/NH3) m/z 414(M+1)*; 'HNMR 
35 (400 MHz, MeOD) 5 ppml.36 (t, >=7.06 Hz, 3 H) 3.98 (ra, 4 H) 4.24 (dd,J=10.43, 5.52 Hz, 1 
H) 4.37 (dd, 7=10.74, 3.38 Hz, 1 H) 7.02 (m, 2 H) 7.12 (d, J=8.29 Hz, 1 H) 7.18 (d/=8.29 
Hz, 1 H) 7.23 (s, 1 H) 7.30 (d, 7=16.26 Hz, 1 H) 7.38 (d, 7=8.90 Hz, 1 H) 7.56 (d, 7=1 1.97Hz, 
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1 H) 7.59 (d, J=3.68 Hz, 1 H) 7.72 (s, 1 H) 7.77 (d,J=7.06 Hz, 1 H) 7.87 (m, 2 H) 8.33 (s, 1 
H) 8.48 (s, 1 H). 



Example 223 

r4-(2-{5-rf25^-2-Ainino-3-(ljy-indol-3-vn-propoxy1-pvridin-3-vU-vinvl)-pvridin-2-vl1- 

methyl-amine 

The title compound was prepared as trifloroacetic acid salt by substituting methylamine for 

cyclopropylamine in Example 220 (1 1.9mg, 8%). MS (DCI/NH3): m/z 400 (M+1)*; 'HNMR 
(400 MHz, MeOD) 5 ppm ppm 3.05 (s, 3 H) 3.32 (m, 2 H) 3.99 (m, 1 H) 4.24 (dd, 7=10.43, 
5.52 Hz, 1 H) 4.37 (dd, J=10.74, 3.38 Hz, 1 H) 7.03 (m, 1 H) 7.05 (m, 1 H) 7.13 (m, 1 H) 7.19 
(d, J=7.06 Hz, 1 H) 7.23 (m, 1 H) 7.31 (d, J=16.57 Hz, 1 H) 7.39 (d, J=7.36 Hz, 1 H) 7.57 (d, 
y=7.06 Hz, 1 H) 7.60 (m, 1 H) 7.74 (s, 1 H) 7.80 (d, 7=7.06 Hz, 1 H) 8.41 (brs, 1 H) 8.57 (brs, 
IH). 



Example 224 

(liS)-l-(li/-Indol-3-vlmethvn-2-|5-r2-(2-indol-l-yl-pvridin-4-vl)-vinvn-pvrtdin-3-yloxv>- 

ethylamine 

A mixture of Example 216 (100 mg, 0.2 mmol), indole (48mg, 0.4mmol), and NaH (60%) 
(29mg, 0.72mmol) in DMF (5mL) was heated at 125 °C for 1.5 hrs. The mixture was 
concentrated to dryness. The residue was then treated with TFA (ImL) at rt for 10 min. 
Upon removal of TFA, the crude product was purified on CI 8 HPLC to give the title 
compound (S.lmg, 5%). MS (DCI/NH3) m/z 486(M+1)*; 'HNMR (500 MHz, MeOD) 5 ppm 
3.29 (m, 1 H) 3.35 (m, 1 H) 4.00 (m, 1 H) 4.26 (dd, ^10.61, 5.93 Hz, 1 H) 4.39 (dd, 7=10.29, 
3.12 Hz, 1 H) 6.73 (d, 7=3.43 Hz, 1 H) 7.05 (m, 1 H) 7.1 1-7.18 (m, 2H) 7.24 (s, IH) 7.26 (m, 
IH) 7.63-7.38 (m, 6H) 7.75 (m, 1 H) 7.80 (m, 1 H) 7.84 (d.7=3.43 Hz. 1 H) 8.22 (dd,^8.42, 
0.62 Hz, 1 H) 8.32 (s, 1 H) 8.52 (s, 1 H) 8.53 (s, 1 H). 



Example 225 

(±)-2-r5-(3-Methvl-l/f-mdazol-5-vn-pvridin-3-vloxvl-l-(2-methvl-liy-indol-3-vlmethvl)- 

ethylamine 

Example 225A 
3-Bromo-2-hvdroxyimino-propionic acid ethvl ester 
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Ethyl bromopyruvate (5.0 mL, 39.8 mmol) was added to hydroxylamine hydrochloride (2.52 

36.2 mmol) in H2O (10 mL) and CHCI3 (10 mL). The reaction mixture was capped and 
stirred overnight at 23 °C at which time CH2CI2 and H2O were added, the layers separated, the 
organics dried over Na2S04, and the volatiles removed on a rotary evaporator to yield 7.58 g 
5 (100%) of as a white solid. NMR (300 MHz, DMSO-D6) 5 ppm 1.26 (t, J=7.12 Hz, 3 H) 
4.20 (s, 2 H) 4.24 (m, 2 H) 13.19 (s, 1 H). 

Example 225B 

2-Hvdroxvimino-3-(2-methyl-lJy-indol-3-yn-propionic acid ethyl ester 
10 The desired compound was prepared by a reference method (J, Chem. Soc, Chem. Comm. 
1979, 1089). To 2-methylindole (1.28 g, 9.76 mmol) and Na2C03(1.24 g, 1 1.7 mmol) in 
CH2CI2 was added Example 225A (2.05 g, 9.76 mmol). The resulting reaction mixture was 
stirred overnight at 23 °C at which time I^O was added, the layers separated, and the organics 
dried over Na2S04. Flash chromatography (20-30-50-70% EtOAc/hexanes) gave 1.41 g 
15 (56%) of as a green solid. Rf= 0.30 (50% EtOAc/hexanes); MS m/z 261 (M + H)-"; 'H NMR 
(300 MHz, DMSO-D6) 5 ppm 1.13 (t, J=7.12 Hz, 3 H) 2.35 (s, 3 H) 3.84 (s, 2 H) 4.08 (q, 
J=7.12 Hz, 2 H) 6.92 (m, 2 H) 7.19 (d, J=7.80 Hz, 1 H) 7.44 (d, 7=7.46 Hz, 1 H) 10.74 (s, 1 
H) 12.34 (s, 1 H). 

20 Example 225C 

(±)-2~/g7Y-Butoxycarbonylamino-3-(2-methvl-ljj"-indol-3-yn-propionic acid ethyl ester 
The desired compound was prepared by a reference method (Angew, Chem, Int. Ed Engl 
1979, 78, and TeL Lett. 1988, p447). Aluminum foil (1.18 g, 43.8 mmol) was cut into long, 
thin (1 cm) strips then dipped into a 2% aqueous HgCl2 solution (30 sec each strip). Each 

25 strip was immediately washed successively with K^O, MeOH, then EtzO. Each strip was then 
immediately cut into small pieces (~1 X 0.5 cm) into a solution of Example 225B (1 .14 g, 
4.38 mmol) in THF (60 mL) and H2O (6 mL) which was kept at room temperature with a 
water bath. The mixture was stirred vigorously at 23 °C. After a short time fine black solids 
began to form and much bubbling was observed. The reaction mixture was stirred 3 h thai 

30 filtered through Celite, and the filter cake washed with EI2O. All volatiles were removed on a 
rotary evaporator, MeOH (50 mL) was added followed by Na2CO3(0.51 g, 4.82 mmol) and 
B0C2O (1.00 g, 4.60 mmol). The resulting reaction mixture was stirred 30 min'at 23 °C and 
then silica gel was added and the volatiles removed on a rotary evaporator. Flash 
chromatography (10-30-40-50% EtOAc/hexanes) gave 1.33 g (88%) of as an off-white solid. 

35 R/= 0.68 (70% EtOAc/hexanes); MS m/z 345 (M H)^; ^H NMR (300 MHz, DMSO-D6) 5 

ppm 1.02 (t, J=7.12 Hz, 3 H) 1.33 (s, 9 H) 2.28 (s, 3 H) 3.00 (m, 2 H) 3.97 (q, 7=7.12 Hz, 2 H) 
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4.10 (m, 1 H) 6.94 (m, 2 H) 7.14 (d, J=8.14 Hz, 1 H) 7.21 (d, J=7.12 Hz, 1 H) 7.38 (d, 7=7,12 
Hz, 1 H) 10.73 (s, 1 H). 



Example 225D 

5 (±)-r2-HydrQXV"l-(2-methvl-li/"indol-3-vlmethvlVethvlVcarbamic acid /gr/-butvl ester 
To Example 225C (1.30 g, 3.75 mmol) and CaCla (anhydrous) (0.83 g, 7.51 mmol) in a 500 
mL round bottom flask equipped with a stirbar was added sequentially: EtOH (wet) (30 mL), 
THF (20 mL) and NaBH4 (0.57 g, 15.0 mmol). The resulting cloudy reaction mixture was 
stirred 1 h at 23 °C and then poured onto 1 M citric acid and extracted with EtOAc. The 

10 organic extracts were washed with brine and dried over MgS04. Silica gel and NaHCOg (100 
mg) were added and the volatiles removed on a rotary evaporator. Flash chromatography 
(35-50-60% EtOAc/hexanes) gave 1.08 g (95%) of as a white solid. R/= 0.51 (70% 
EtOAc/hexanes); MS m/z 303 (M - H)^; ^H NMR (300 MHz, DMSaD6) 5 ppm 1 .35 (s, 9 H) 
2.31 (s, 3 H) 2.71 (m, 2 H) 3.29 (t, J=5.42 Hz, 2 H) 3.57 (m, 1 H) 4.54 (t^=5.42 Hz, 1 H) 

15 6.45 (d, /=8.48 Hz, 1 H) 6.92 (m, 2 H) 7.19 (dd, 7=6.78, 1.02 Hz, 1 H) 7.48 (d, J=7.12 Hz, 1 
H) 10.64 (s, 1 H). 

Example 225E 

f±Vr2-f5-Bromo-pvridin-3-yloxv)-l-(2-methvl-lij~indol-3-vlmethvlVethvl>carbamicacid 

20 /^g/Y-butyl ester 

The desried product was prepared by substituting Example 225D for Boc-tryptophanol in 
Example 2A. R/= 0.4 1 (50% EtOAc/hexanes); MS m/z 460, 462 (M + H)^; ^H NMR (300 
MHz, DMSO-D6) 5 ppm 1.35 (s, 9 H) 2.30 (s, 3 H) 2.86 (m, 2 H) 3.97 (s, 2 H) 6.93 (m, 3 H) 
7.21 (d, 7-7.80 Hz, 1 H) 7.46 (d, 7=7.46 Hz, 1 H) 7.59 (s, 1 H) 8.13 (dd,J=3.56, 2.20 Hz, I H) 

25 8.25 (dd, 7=5.09, 2.03 Hz, 2 H) 10.72 (s, 1 H). 

Example 225F 

(±)-ri-(2-Methvl-lif-indol--3-vlmethyl)-2-(5-trimethvlstannanvl-pvridin-3-vloxy)-ethyll- 

carbamic acid /gr/-butyl ester 

30 Example 225D (350 mg, 0.76 mmol), Pd(PPb3)4 (88 mg, 0.08 mmol) and hexamethylditin 
(300 mg, 0.92 mmol) were combined in a 25 mL round bottom flask with a stirbar. The 
atmosphere of the flask was evacuated and replaced with argon. Toluene (4 mL) was added 
and the resulting reaction mixture warmed to 100 °C for 2 h and then cooled to room 
temperature. EtOAc and silica gel were added and the volatiles removed on a rotary 

35 evaporator. Flash chromatography (30-40-50-60% EtOAc/hexanes gave 294 mg (71%) of as 
a yellow solid. R/= 0.43 (70% EtOAc/hexanes); MS^m/z 546 (M + H)''; ^H NMR (300 MHz, 
DMSO-D6) 5 ppm 0.28 (s, 9 H) 1.36 (s, 9 H) 2.30 (s, 3 H) 2.86 (m, 2 H) 3.95 (s, 3 H) 6.93 (m, 
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3 H) 7.21 (d. J=7.80 Hz, 1 H) 7.33 (d, 7=2.03 Hz, 1 H) 7.44 (d, J=1A6 Hz, 1 H) 8.14 (s, 2 H) 
10.72 (s, 1 H). 

Example 225G 

r+Vr2-r5-(3-Methvi-lff-indazoi-5-vlVpvridin-3-vloxv1-l-(2-methvl-i.fl'-ind ol-3-vlmethv^^^ 

ethyll-carbamic acid tert-h\xiy\ ester 
Bromo-methylindazole (71 mg, 0.33 mmol). Example 225F (200 mg, 367 mmol), Pdzdbaj (61 
mg, 0.7 mmol), and P(o-tol)3 (41 mg, 0.14 mmol) were combined in a 10 mL round bottom 
flask with a stirbar. DMF (2 mL) was added and the atmosphere of the flask evacuated and 
replaced with argon twice. EtjN (0.09 mL, 0.67 mmol) was added and the reaction mixture 
warmed to 80 °C for 5 h and then cooled to room temperature. EtOAc was added and the 
resuhing mixture filtered through Celite. The filtrate was washed twice with Hp and once 
with brine. Silica gel was added and the volatiles removed on a rotary evaporator. Flash 
chromatography (70-85-100% EtOAc/hexanes) gave 48 mg (28%) of as a yellow solid. R/= 
0.30 (EtOAc); MS m/z 512 (M + H)*; 'H NMR (300 MHz, DMSO-D6) 5 ppm 1.36 (s, 9 H) 
2.3 1 (s, 3 H) 2.54 (s, 3 H) 2.90 (m, 2 H) 4.05 (m, 3 H) 6.93 (m, 3 H) 7.20 (m, 2 H) 7.58 (m, 3 
H) 8.06 (s, 1 H) 8.20 (d, ^2.71 Hz, 1 H) 8.53 (d, 7=1.70 Hz, 1 H) 10.72 (s, 1 H) 12.72 (s, 1 
H). 

Example 225H 

(±)-2-r5-(3-Methvl-l//-indazol-5-vn-Pvridin-3-vloxv1-l-(2-methvl-l/f-ind ol-3-vlmethvn- 

ethylamine 

The title compound was prepared as trifluoroacetic acid salt by substituting Example 225G 
for Example 27B in Example 27C (3 1 .9 mg, 84%). MS m/z 41i2 (M + H)*; 'H >JMR (300 
MHz, DMSO-D6) 5 ppm 2.33 (s, 3 H) 2.55 (s, 3 H) 2.75 (dd, ^14.41, 6.61 Hz, 1 H) 2.92 (m, 
1 H) 3.18 (s, 2 H) 3.99 (m, 2 H) 4.09 (q, J=5.43 Hz, 1 H) 6.89 (m, 1 H) 6.96 (td,^=7.46, 1.02 
Hz, 1 H) 7.22 (d,>=7.80 Hz, 1 H) 7.46 (d, J=7.46 Hz, 1 H) 7.54 (d, J=8.82 Hz, 1 H) 7.63 (m, 
1 H) 7.67 (m, 1 H).8.08 (s, 1 H) 8.25 (d, 7=2.37 Hz, 1 H) 8.54 (d, 7=1.70 Hz, 1 H) 10.75 (s, 1 
H) 12.73 (s, 1 H). 

Example 226 

7-(5-rf2.y)-2-Amino-3-(lij-indol-3-vn-propoxv1-pvridin-3-vl>-quina zolin-2-ylamine 



Example 226A 
7-Bromo-quinazolin-2-vlamine 
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The 4-Bromo-2-fluoro-benzaldehyde (0.61g, 3 mmol), guanidine (1.05g, 5.83 mmol) and 
DMF were heated at 140°C for 2.5 hours. 50 ml water was added to the mixture. The orange 
precipitate was filtered and washed with water. The solid was dissolved in 2N HCl. and 
filtered. The HCl solution was neutralized by ammonia hydroxyl. The off white solid was 
5 filtered and dried under vacuum to afforded the desired product (91 mg, 14%). MS (ESI) m/e 
224 (M+1)''; NMR (300 MHz, DMSO-D6) 5 ppm 7.00 (br. s., 2 H) 7.36 (d, 7-8.82 Hz, 1 
H) 7.77 (dd, J-9.16, 2.37 Hz, 1 H) 8.05 (d,y=2.37 Hz, 1 H) 9.09 (br. s., I H). 

Example 226B 

10 7-{5-r(26^-2-Amino-3-(17y-indol--3-vlVpropoxyVpyridin-3-yU-quinazolin-2-ylamine 

The desired product was prepared by substituting Example 226A for 6-bromophthalimide in 
Example 32 as the tri-TFA salt. MS m/z 11 (M + H)^ (M ~ H)^;^H NMR (300 MHz, DMSO- 
D6) 5 ppm 2.85 (m, 1 H) 3.01 (m, 1 H) 3,32 (m, 1 H) 4.06 (m, 2 H) 6.96 (m, 3 H) 7.05 (m, 1 
H) 7.22 (d, J=2.03 Hz, 1 H) 7.34 (d, J=8.14 Hz, 1 H) 7.54 (m, 1 H) 7.68 (m, 1 H) 8.05 (dd, 

15 y=8.99, 2.20 Hz, 1 H) 8.19 (d, J=2.03 Hz, 1 H) 8.30 (d, /=2.71 Hz, 1 H) 8.57 (d, J=2.03 Hz, 1 
H)9.16(s, IH) 10.88 (8,1 H). 



Example 227 

20 2-Phenvl-2-(3-pvridin-4-yl-l^"Pyrazolor3,4-b1pvridin-6-yl)-ethylamine 

Example 227A 
(2,6-Difluoro-pyridin"3-yl)"Pyridin-4-yl-methanQl 
To diisopropylamine (9.3 mL, 66.1 mmol) in THF (100 mL) at-78 °C was added «-BuLi 

25 (23.1 mL of a 2.5 M solution in hexanes, 57.8 mmol) dropwise via syringe. 2,6- 

difluoropyridine (5.0 mL, 55.1 mmol) in THF (100 mL) at -78°C was added to the above 
prepared LDA solution dropwise via canula to give a clear yellow-green solution, 
isonicotinaldehyde (6.3 mL, 66.1 mmol) was added causing a white precipitate to form. The 
reaction mixture was warmed to room temperature and then glacial acetic acid (3.3 mL, 57.8 

30 mmol) was added. Silica gel was added and the volatiles removed on a rotary evaporator. 
Flash chromatography (80-100% EtOAc/hexanes-3-5-7% MeOH/EtOAc) gave 8.48 g (69%) 
of as an off white solid. Ry^ 0.38 (5% MeOH/EtOAc); MS/n/z 223 (M + H)^; ^H NMR (300 
MHz, E)MSO-D6) 5 ppm 5.91 (d, J=4.41 Hz, 1 H) 6.49 (d, J=4.41 Hz, 1 H) 7.20 (dd, J=8.31, 
2.54 Hz, 1 H) 7.36 (m, 2 H) 8.19 (m, 1 H) 8.53 (m, 2 H); Found: 223, 221; Anal calcd for 

35 C„H8F2N20: C, 59.46; H, 3.63; N, 12.61. Found:C: 59.45, H: 3.66, N: 12.62. 

Example 227B 



-140- 



wo 03/051366 PCTAJS02/39915 

(2,6-DifluorO"pyridin"3-yn-pvridin"4"yl-methanone 
Example 227A (7.36 g, 33.1 mmol) and MnQ (8.64 g, 99.4 mmol) were combined in a 500 
mL round bottom flask with a stirbar. 1,4-dioxane (120 mL) was added and the resulting 
black mixture warmed to 1 10 °C. Mn02 (-22 g) was added in 2 g amounts every couple of 
5 hours over the next 2 days. The reaction mixture was cooled to room temperature and filtered 
through Celite. The filter cake was washed with EtOAc and then all volatiies were removed 
on a rotary evaporator. Flash chromatography (50-70-80% EtOAc/hexanes) gave 4.61 g 
(63%) of as a green solid. Rf^ 0.58 (5% MeOH/EtOAc); MS m/z 221 . (M + H)""; NMR 
(300 MHz, DMSO-D6) 5 ppm 7.41 (ddd, J=8.14, 2.37, 0.68 Hz, 1 H) 7.72 (m, 2 H) 8.47 (dt, 
10 y=9.41, 8.01 Hz, 1 H) 8.85 (m, 2 H); Anal calcd for C.^^F^NfiiC, 60.01; H, 2.75; N, 12.72. 
Found: C: 60.05, H: 2.87, N: 12.97. 

Example 227C 
6-Fluoro-3-pyridin-4-yl-lii/-pyrazolor3,4-Z>1pyridine 

15 To Example 227B (4.20 g, 19.1 mmol) in i,4-dioxane (100 mL) was added hydrazine hydrate 
(0.93 mL, 19.1 mmol). The resulting yellow reaction mixture was stirred 20 min at 23 °C and 
then silica gel was added and the volatiies removed on a rotary evaporator. Flash 
chromatography (60-80-100% EtOAc/hexanes-I-5% MeOH/EtOAc) gave 2.49 g (61%) of as . 
a white solid. R/= 0.40 (5% MeOH/EtOAc); MS m/z 2 1 5 (M + H)""; ^H NMR (300 MHz, 

20 DMSO-D6) 5 ppm 7.14 (dd, J=8.65, 0.85 Hz, 1 H) 8.02 (m, 2 H) 8.71 (m, 2 H) 8.87 (dd, 
J=8.48, 7.80 Hz, 1 H) 14.25 (s, 1 H); Anal calcd for CnH7FN4: C, 61.68; H, 3.29; N, 26.16. 
Found: C: 61.35, H: 3.35, N: 25.81. 

Example 227D 

25 Phenyl-(3-pyridin-4-yl-liy-pyrazolor3,4-61pyridin-6-yl)-acetonitrile 

To a stirred mixture of Example 227C (0.96 g, 4.48 mmol) in DMF (20 mL) at -35°C was 
added benzyl cyanide (1.55 mL, 13.4 mmol) and then NaH (0.57 g of 95% NaH, 22.4 mmol). 
The resulting dark red mixture was stirred 15 min while being slowly warmed to — 20 °C. 
At this time most of the bubbling had stopped and the reaction mixture was then quickly 

30 warmed to room temperature and then to 100 °C overnight. The reaction mixture was cooled 
to room temperature and saturated aqueous NHjCl was added. The mixture was extracted 
with EtOAc and the organic extracts washed twice with H^O and once with brine. Silica gel 
was added and the volatiies removed on a rotary evaporator. Flash chromatography (60-80- 
100% EtOAc-3% MeOH/EtOAc) gave 1 .14 g (82%) of as an orange solid. R/= 0.40 (5% 

35 MeOH/EtOAc);MS/7?/z312(M + H)^;^HNMR(300MHz,DMSO-D6)5ppm6.17(s, 1 H) 
7.40 (m, 4 H) 7.52 (m, 2 H) 8.00 (m, 2 H) 8.70 (m, 2 H) 8.74 (d, J=8.48 Hz, 1 H) 14.36 (s, 1 
H); Anal Calcd for Ci,Hi3N5: C, 73.30; H, 4.21; N, 22.49. Found: C: 73.09, H: 4.10, N: 22.58. 
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Example 227E 

2-Phenvl-2-(3 -pvridin-4-yl- liZ-pyrazoloFS .4-b1pvridin-6-vl)-ethvlamine 
The desire product was prepared by substituting Example 227D for Example 41C in Example 
41D (84 mg, 27%). Rf= 0.33 (20% MeOH/CH^Cy; MS m/z 316 (M + H)*; 'HNMR (300 
MHz, DMSO-D6) 5 ppm 3.23 (m, 1 H) 3.34 (br s, 3 H) 3.52 (m, 1 H) 4.34 (m, 1 H) 7.27 (m, 6 
H) 7.99 (d, J=6.10 Hz, 2 H) 8.57 (d, 7=8.48 Hz, 1 H) 8.68 (d, ^6.10 Hz, 2 H). 

Example 228 

Naphthalen-2-vl-(3-pyridin-4-vl-liif-Pvrazolor3,4-blpvridin-6 -yn-acetonitrile 
The desired product was obtained by substituting 2-napthyl acetonitrile for benzyl nitrile in 
Example 227D (244 mg, 42%). Rf= 0.46 (EtOAc); MS m/z 362 (M + H)"; 'H NMR (300 
MHz, DMSO-D6) 5 ppm 6.36 (s, 1 H) 7.44 (d,J=8.48 Hz, 1 H) 7.57 (m, 3 H) 7.98 (m, 6 H) 
8.09 (d, ^1.36 Hz, 1 H) 8.69 (m, 2 H) 8.75 (d, J=8.48 Hz, 1 H). 

Example 229 

2-Naphthalen-2-vl-2-(3-pyridin-4-yl-lj?-Pvrazolor3.4-b1pvridin -6-yn-ethvlamine 
The desire product was prepared by substituting Example 228 for Example 41C in Example 
41D. MS m/z 366 (M + H)*; 'H NMR (300 MHz, DMSaD6) 5 ppm 3.96 (m, 2 H) 4.82 (t, 
J=7.46 Hz, 1 H) 7.39 (d, J=8.48 Hz, 1 H) 7.52 (m, 3 H) 7.89 (m, 4 H) 8.20 (d/=6.10 Hz, 2 H) 
8.68 (d, J=8.48 Hz, 1 H) 8.80 (m, 3 H). . 

Example 230 

r3-Isoqulnolin-6-vl-l/ir-pvrazolor3,4-i5>1pyridin-6-vlVphenvl-a cetonitrile 

• Example 230A 
Isoquinoline-6-carbaldehyde 
A solution of 6-bromoispquinoline (19.9 g, 95.6 mmol), PdCUdppf)-CH2Cl2 (1.8 g), and 
triethylamine (30 mL) in toluene (50 mL) was heated to 130 °C under 850 psi of H2/CO (1:1) 
for 4 h. After cooling to rt, the reaction mixture was filtered. The filtrate was concentrated 
and the residue was purified by flash chromatography eluting with 70-80-90-100% 
EtOAc/hexanes to give 6.11 g (41%) of the aldehyde as a yellow solid. R/= 0.55 (EtOAc); 
'HNMR (300 MHz, DMSO-D6) 5 ppm 8.07 (m, 2 H) 8.30 (dd, J=8.48, 0.68 Hz, 1 H) 8.64 (s, 
1 H) 8.67 (d, 7=5.76 Hz, 1 H) 9.47 (s, 1 H) 10.23 (s, 1 H). 
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Example 23 QB 

r34soquinolin-6-vl-lij'-Pvrazolor3,4-Z?1pvridin-6-vn- phenvl-acetonitrile 
The desired product (244 mg, 42%) was obtained by substituting Example 230A for 
isonicotinaldehyde in Example 227. R/= 0.46 (EtOAc); MS m/z 362 (M 4- H)"';'H NMR 
(300 MHz, DMSO-D6) 5 ppm 6.18 (s, 1 H) 7.40 (m, 4 H) 7.54 (m, 2 H) 7.99 (d, J=5.76 Hz, 1 
H) 8.25 (d, y=8.48 Hz, 1 H) 8.36 (m, 1 H) 8.56 (d,J=5.42 Hz, 1 H) 8.63 (s, 1 H) 8.87 (d, 
J=8.48 Hz, 1 H) 9.35 (s, 1 H) 14.27 (s, 1 H). 

Example 23 1 

2-(3-IsQquinolin-6-yl-liJ-PVrazolor3,4-&1pyridin-6-vn-2-phenvl-ethylamine 
The desire product was prepared by substituting Example 230 for Example 41C in Example 
41D. MS m/z 366 (M + H)^; ^H NMR (300 MHz; DMSO-D6) 5 ppm 3.1 1 (m, 1 H) 3.90 (m, 
1 H) 4.66 (dd, J=9.16, 6.10 Hz, 1 H) 7.31 (m, 8 H) 8.28 (d,J=6.10 Hz, 1 H) 8.42 (d, >=8.82 
Hz, 1 H) 8.54 (d, 7=8.48 Hz, 1 H) 8.63 (d, J=6.44 Hz, 1 H) 8.78 (s, 1 H) 8.82 (d,J=8.48 Hz, 
1 H) 9.59 (s, 1 H) 14.26 (s, 1 H). . 

Example 232 

fl6^-l-Benzvl-2-f3-Pvridin-4-vl-lif-pyrazolor3,4-61pyridin-5-yloxvVethylamine 

Example 232B 
5-(/grr-Butyl-dimethyl-silanvloxy)-2-fluoro-pyridine 
A mixture of 2-fluoro-5-hydroxypyridine (1.00 g, 8.84 mmoi) and BDCS reagent (0.5M 
TBSCl, l.OM imidazole in DMF) (35.4 mL, 17.7 mmol) was stirred at rt for Ih. The reaction 
was poured into satd. aqueous NaHCOg solution. The aqueous layer was extracted with 
ether. The combined extracts were washed with water, brine, dried over MgS04, and 
concentrated. The residue was purified by flash column chromatography on silica gel eluting 
with 10% ethyl acetate /hexanes to give the title compound (1.96 g, 98%). 

Example 232B 

5-(rg/^Biityl-dimethyl-silanvloxv)-3-pyridin-4-vl-liy-pvrazolor3,4-61pvridine 
The desired product was prepared according to the procedures used for Example 227C by 
substituting Example 232A for 2,6-difluoropyridine in Example 227A. 

Example 232C 
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5^f/gr^But:vl-dimethvl-silanvloxvV3~pvridin-4-v^pvrazolo^3,4-61py r^dm^^ acid 

^err-butyl ester 

The desired product was prepared by substituting Example 232B for Example 102C in 
Example 203A (75%). . 

5 Example 232D 

5-Hydroxy-3-pvridin-4-'yl-pyrazolor3,4-Zj1pyridine'l-carboxvlic acid fer/-butyl ester 
A mixture of Example 232C (91 mg, 0.213 mmol) and TBAF (IM in THE, 213|liL, 0.213 
mmoi) in THF (10 mL) was stirred at rt for 5 min. Reaction was concentrated. Flash column 
chromatography elating with 5% methanol/CH2C12 to give the dedired product purified the 

10 residue (75%). 

Example 232E 

5-(f26^-2-/gr/"ButoxycarbonylaminO"3-phenyl-propoxyV3-pyridin- 4-yl-pyrazolor3,4~ 
61pyridine-l-carboxylic acid /gr^butyl ester 
The title compound was prepared by substituting Example 232D for Example 23 8A and Boc- 
15 phenylalaninol for Boc-4'-bromophenylalaninol in Example 23 8B. 

Example 232F 

fl5)-l-Benzyl-2-f3-pvridin-4-vl-liy-pyrazolor3,4-61pyridin>5-yl oxyVethyk^ 
To Example 232E (39 mg, 71 lamol) in CH2CI2 (4 mL) was added 4-methoxybenzyl 

20 mercaptan (30 )iL, 214 jumol) and then TP A (1 mL). The resulting yellow reaction mixture 
was stirred 50 min at 23 at which time all volatiles were removed on a rotary evaporator. 
K.CO3 (excess) and MeOH (5 mL) were added and the resulting mixture stirred 1 h at 23 ""C 
at which time silica gel was added and the volatiles removed on a rotary evaporator. Flash 
chromatography (EtOAc-5-10-12% MeOH/CHaCU) gave a light yellow waxy product which 

25 was dissolved in 20% MeOH/CH2Cl2 and stirred for 1 h with 1 N HCl (1 mL of a 1 N solution 
in Et^O, 1 mmol). The volatiles were removed to give 1 1 mg (17%, two steps) of a yellow 
solid which was the bis-HCl salt. MS m/z 346 (M + H)"; NMR (300 MHz, DMSO-D6) 5 
ppm 2.92 (dd, J=13.73, 8.98 Hz, 1 H) 3.12 (dd, /=14.24, 5,09 Hz, 1 H) 4.14 (dd/=5.59, 1.86 
Hz, 1 Hy4.74 (t, J=5.93 Hz, 2 H) 7.20 (m, 5 H) 7.97 (d, 7=2.37 Hz, 1 H) 8.38 (m, 5 H) 8.90 

30 (d, J-6.78 Hz, 2 H) 10.3 1 (s, 1 H). 

Example 233 

2-Benzyl-3-r5-f3-methyl-l//-indazol-5-vn-pyridin-3-vloxv1-propylamine 
The desired product was prepared as trifluoroacetic acid by substituting (2-Benzyl-3- 
35 hydroxy-propyI)-carbamic acid iTerZ-butyl ester (Khumtaveepom, K.; UUmann, A,; 
Matsumoto, K.; Davis, B. G.; Jones, J. B. Tetrahedron: Asymmetiy 2001,72, 249) for 
Example Boc-tryptophanol in Example 102. MS m/z 373 (M + H)^ (M - UfM NMR (300 
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MHz. DMSO-D6) 5 ppm 2.55 (s, 3 H) 2.81 (dd,J=7.29, 3.56 Hz, 2 H) 2.92 (m, 1 H) 3.05 (m, 
1 H) 4.09 (dd, J=10.17, 5.76 Hz, 2 H) 4.16 (m, 2 H) 7.28 (m, 5 H) 7.57 (dd, J=8.48, 0.68 Hz, 1 
H) 7.69 (m, 1 H) 7.74 (m, I H) 7.82 (s, 2 H) 8.09 (m, 1 H) 8.30 (d, J=2.71 Hz, 1 H) 8.62 (d, 
J=1.70Hz, 1 H). 

Example 234 

n .S^- 1 -n //-Indol-3-vlmethvn-2-(2-pvridin-4-vl-ri ■71naphthvridi n-5-vloxvVethvlamine 

Example 234A 
3-Bromo-5 -( 4-methoxv-benzv loxvVpyridine 
3-Bromo-5-hydroxypyridine (14.7 g, 84.3 mmol), tetrabutylammonlum iodide (0.3 g, 0.8 
mmol), and KjCOj (14.0 g, 101 mmol) were combined in a dry 500 mL round bottom flask 
with a stirbar. DMF (170 mL) was added followed by PMBCl (12.0 mL, 88.5 mmol). The 
resulting brown colored mixture was stirred 3.5 days at 23 °C and then silica gel was added 
and the volatiles removed on a rotary evaporator. Flash chromatography (10-20-40% 
EtOAc/hexanes) gave 14.1 g (57%) of as an orange solid. R/= 0.52 (50% EtOAc/hexanes)'H 
NMR (300 MHz, DMSO-D6) 5 ppm 3.32 (s, 3 H) 5.12 (s, 2 H) 6.96 (m, 2 H) 7.39 (m, 2 H) 
7.79 (m, 1 H) 8.28 (d, J=2.03 Hz, 1 H) 8.34 (d, J=2.71 Hz, 1 H). NMR (100 MHz, 
DMSO-D6) 5ppm 55.0, 69.8, 113.8, 119.9, 124.0, 127.8, 129.8, 137.1, 142.1, 155.1, 159.2; . 
Anal Calcd for C,2H,oBrNO: C, 53.08; H, 4.1 1; N, 4.76. Found: C: 53.00, H: 3.98, N: 4.66. 

Example 234B 
3-Amino-5-(4-methoxv-benzyloxv)-pyridine 
Example 234A (16.15 g, 54.9 mmol), Pd^dbaj (0.50 g, 0.55 mmol), rac-BINAP (1.03 g, 1.65 
mmol), and sodium fer/-butoxide (7.39 g, 76.9 mmol) were combined in a 500 mL round 
bottom flask with a stirbar, Benzophenone imine (11.1 mL, 65.9 mmol) was added followed 
by toluene (180 mL). The resulting reaction mixture was warmed to 80 °C for 3 h and then 
allowed to cool to room temperature, diluted with Et,0, and filtered through Celite. The 
volatiles were removed on a rotary evaporator. Flash chromatography (30-40-50% 
EtOAc/hexanes) yielded an impure orange oil which was dissolved in THF (180 mL) and 1 N 
HCl (60 mL). The resulting orange mixture was stirred 15 min and then partitioned between 
30% EtOAc/hexanes and 0.5 M HCl. The layers were separated and the organic layer 
washed once with 0.5 M HCl. The combined HCl layers were washed once with 30% 
EtOAc/hexanes and then cooled to 0 °C. 50% aqueous NaOH was added until the mixture 
was basic on litmus paper and then the mixture was extracted twice with CUClj. The 
combined organic extracts were dried over Na2S04 and the volatiles removed on a rotary 
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evaporator to yield 8.92 g (71%, two steps) of as a yellow solid. NMR (300 MHz, DMSO- 
D6) 5 ppm 3.75 (s, 3 H) 4.97 (s, 2 H) 4.97 (s, 2 H) 5.29 (s, 2 H) 6.54 (t, /=2.37 Hz, 1 H) 7.35 
(m, 2 H) 7.50 (d, J=2.37 Hz, 1 H) 7.54 (d, J=2.37 Hz, 1 H), ^^C NMR (100 MHz, PMSO-D6) 
5 ppm 55.0, 68.9, 105.6, 1 13.8, 125.3, 128.7, 129.3, 129.4, 145.7, 155.1, 159.0. 

5 

Example 234C * 

r5-(4-Methoxv-benzvloKvVpvridin-3-yl1'-carbamic acid fer/-butvl ester 
To a stirred solution of Example 234B (8.92 g, 38.7 mmol) in THF (240 mL) at 23 °C was 
added NaHMDS (129 mL of a 0.6 M solution in toluene, 77.5 mmol) dropwise via syringe. 

10 The resulting cloudy yellow-brown mixture was stirred 5 min and then BoCjO (8.45 g, 38.7 
mmol) was added all at once. The cloudiness of the mixture disappeared leaving a clear 
yellow-brown solution. 0.1 M HCl was added and the resulting aqueous and organic layers 
separated. The pH of the aqueous layer was -8. The organic layer was washed with brine 
and then combined with silica gel before the volatiles were removed on a rotary evaporator. 

15 Flash chromatography (30-40-50-70% EtOAc/hexanes-5-10% MeOH/CHsCy gave 1.69 
(10%) of bis-Boc protected as an orange solid, 7.04 g (55%) of the desired mono-Boc 
protected as a yellow solid, and 1.51 g (17%) of starting amine as an orange solid. Data for 
bis-Boc : R/= 0.38 (50% EtOAc/hexanes) 'HNMR (300 MHz, DMSO-D6) 5 ppm 1.35 (s, 18 
H) 3.75 (s, 3 H) 5.11 (s, 2 H) 6.94 (m, 2 H) 7.39 (m, 2 H) 7.43 (dd/=2.71, 2.03 Hz, 1 H) 8.02 

20 (d, J=2.03 Hz, 1 H) 8,28 (d, J=2.37 Hz, 1 H). Data for mono-Boc : R/= 0.30 (50% 

EtOAc/hexanes) ^HNMR (300 MHz, DMSO-D6) 5 ppm 1.48 (s, 9 H) 3.76 (s, 3 H) 5.04 (s, 2 
H) 6.95 (m, 2 H) 7.39 (m, 2 H) 7.60 (t, J=2.20 Hz, 1 H) 7.96 (d, J=2.71 Hz, 1 H) 8.22 (d, . 
J=2.03 Hz, 1 H) 9.57 (s, 1 H). NMR (100 MHz, DMSO-D6) 5 ppm 28.0, 55.0, 69.3, 79.6, 
110.8, 113.8, 128.3, 129.6, 131.1, 132.3, 136.9, 152.7, 154.4, 159.1, Anal Calcd for 

25 Ci8H22N,04: C, 65.44; H, 6.71; N, 8.48. Found: C: 65.40, H: 6.66, N: 8.40. 

Example 234D 

r4-Formyl-5-(4-methoxy-benzyloxy)-pyridin-3-vl1-carbamic acid ^err-butyl ester 
To Example 234C (2.50 g, 7.54 mmol) in THF (125 mL) at-78 °C was added dropwise via 

30 syringe ?7-BuLi (6.64 mL of a 2.5 M solution in hexanes, 16.6 mmol). The resulting dark 
orange reaction mixture was slowly warmed to — 10 ^^C over 45 min and then recooled to - 
78 °C. Methyl formate (1.40 mL, 22.6 mmol) was added dropwise via syringe and the 
reaction was stirred an additional 10 min at -78 X. Saturated aqueous NH4CI was added and 
the quenched reaction mixture warmed to room temperature. Hfi and Et^O were added and 

35 the layers separated. The organics were washed with brine and dried over MgSQ. Flash 
chromatography (20-40-60-80% EtOAc/hexanes gave 0.3 g (12%) of recovered starting 
material, and 1.7 g (63%) of as a yellow solid. ('H NMR (400 MHz, DMSO-D6) 5 ppm 1.47 
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(s, 9 H) 3.75 (s, 3 H) 5.28 (s, 2 H) 6.95 (d,J=8.59 Hz, 2 H) 7.43 (d, J-8.59 Hz, 2 H) 8.38 (s, 1 
H) 9.07 (s, 1 H) 10.17 (s, 1 H) 10.35 (s, 1 H), NMR (100 MHz, DMSO-D6) 5 ppm 27.7, 
55.0,70.8, 81.1, 113.9, 114.6, 127.7,129.6, 130.0, 133.3, 134.6, 151.7, 154.7, 159.2, 192.8, 
Anal Calcd for Ci^H^^N.O^: C, 63.67; H, 6.19; N, 7.82. FoundiC: 63.59, H: 6.21, N: 7.64. 

5 

Example 234E 
5"(4-Methoxy-benzyloxy)-ri,71naphthvridin-2-ol 
To Bls(2,2,2-trifluoroethyI) (methoxycarbonylmethyl)phosphonate (1.27 mL, 5.99 mmol) in 
THF (45 mL) at -78 °C was added KHMDS (1 1 .1 mL of a 0.5 M solution in toluene, 5.53 

10 mmol) dropwise via syringe. Tlie resulting clear, light yellow solution was added dropwise 
via canula to Example 234D (1 .65 g, 4.60 mmol) in THF (60 mL) at -78 °C. The resulting 
cloudy yellow reaction mixture was stirred 20 min at -78 °C at which time saturated aqueous 
NH4CI was added and the quenched reaction mixture warmed to room temperature. I^O and 
EtjO were added and the layers separated. The organics were washed with brine and dried 

15 over MgS04. Flash chromatography (40-50-60-70% EtOAc/hexanes) gave 1 .98 g of impure 
product which was a 5 : 1 mixture of Z : E olefin isomers. To the crude product in THF (150 
mL) was added NaHMDS (1 1.6 mL of a 0.6 M solution in toluene, 6.95 mmol). The resulting 
reaction mixture was stirred 30 min at 23 °C at which time silica gel was added and the 
volatiles removed on a rotary evaporator. Flash chromatography (60-100% EtOAc/hexanes- 

20 5-10% MeOH/CH2C12) gave 0,23 g (12%) of E-olefm as a yellow solid and the desired 
product 0.98 g (75%, two steps) of as a white solid. R/= 0.32 (10% MeOH/CH2C12), ^H 
NMR (400 MHz, DMSO-D6)5 ppm 3.77 (s, 3 H) 5.27 (s, 2 H) 6.68 (d,J=9.51 Hz, 1 H) 6.98 
(m, 2 H) 7.46 (m, 2 H) 8.00 (d, J-9.82 Hz, 1 H) 8.18 (s, 1 H) 8.31 (s, 1 H) 1 1.98 (s, 1 H), ^^C 
NMR (100 MHz, DMSO-D6)5 ppm 55.0, 70.2, 113.7, 1 13.9, 125.7, 125.8, 128.1, 129.5, 

25 131.0, 132.7, 134.9, 149.3, 159.2, 161,2, Anal Calcd for CigHi^A: C, 68.07; H, 5.00; N, 
9.92. Found: C: 67.75, H: 4.89, N: 9.88. 

Example 234F 
2-Chloro-5-(4-methoxy-benzyloxy)-ri,71naphthyridine 

30 To a suspension of Example 234D (2.21 g, 7.83 mmol) in DMF (50 mL) at 23 °C was added 
POCI3 (2.2 mL, 23.5 mmol). All the solid starting material dissolved and the resulting yellow 
reaction mixture was warmed to 45 °C for 6 h. The color of the reaction changed from 
yellow to dark red-brown. The reaction was poured onto NaHCQ (13.2 g 157 mmol) in ice 
water (250 mL) in a 1 L Ehrlenmeyer flask with vigorous stirring. The product was extracted 

35 with EtOAc and EtjO and the organic extracts washed twice with H^O and once with brine. 
Silica gel was added and the volatiles removed on a rotary evaporator. Flash chromatography 
(20-30-45-50% EtOAc/hexanes) gave 1.86 g (79%) of as an off-white solid. R/= 0.65 (10% 
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MeOH/CH,Cy, ^HNMR (400 MHz, DMSO-D6)5 ppm 3.79 (s, 3 H) 5.35 (s, 2 H) 6.99 (d, 
J=8.59 Hz, 2 H) 7.51 (d, J=8.90 Hz, 2 H) 7.77 (d, J=8.90 Hz, 1 H) 8.47 (s, 1 H) 8.52 (dd, 
J=8.90, 0.61 Hz, 1 H) 8.96 (s, 1 H),^'C NMR (100 MHz, DMSO-D6) 5 ppm 55.0, 70.4, 
113.9, 121.8, 125.9, 126.5, 127.9, 129.6, 133.7, 142.4, 144.0, 148.5, 151.7, 159.2; Anal Caicd 
5 for C16HJ3CIN2O2: C, 63.90; H, 4.36; N, 9.31. Found:C: 63.54, H: 4.17, N: 9.14. 

Example 234G 
5-(4-Methoxv-benzyloxv)-2-pyridin-4-yl>ri,71naphthvridine 
Example 234F (164 mg, 0.55 mmol), 4-tributylstannylpyridine (401 mg, 1.09 mmol), Pdsdb^ 

10 (50 mg, 0.06 mmol), and 2-dicyclohexylphosphino-2'-(N,N-dimethylamino)biphenyl (43 mg, 
0.1 1 mmol) were combined in a 10 mL round bottom flask with a stirbar. The atmosphere of 
the flask was evacuated and replaced with argon twice. DMF (2 mL) and Et3N (0.5 mL, 3.27 
mmol) were added and the reaction mixture warmed to 100 ""C for 5 h. The reaction mixture 
was cooled to room temperature, diluted with EtOAc and E^O, and filtered through Celite. 

15 The filtrate was washed twice with H2O and once with brine. Silica gel was added and the 
volatiles removed by rotary evaporation. Flash chromatography (70-100% EtOAc/hexanes- 
2-5% MeOH/CHaClj gave 92 mg (49%) of as a yellow solid. Rf= 0.39 (10% 
MeOH/CH^Cy, 'H NMR (400 MHz, DMSO-D6) 5 ppm 3.79 (s, 3 H) 5.37 (s, 2 H) 7.01 (m, 2 
H) 7.53 (m, 2 H) 8.21 (d, J-5.83 Hz, 2 H) 8.43 (m, 2 H) 8.64 (d, y=8.59 Hz, 1 H) 8.80 (d, 

20 /-4.30 Hz, 2 H) 9.13 (s, 1 H), ^'C NMR (100 MHz, DMSO-D6) 5 ppm 55.1, 70.3, 1 13.9, 
121.3, 122.1, 122.6, 126.0, 128.1, 129.6, 131.3, 142,7, 144.6, 145.8, 148.4, 150.5, 155.5, 
159.2; Anal Calcd for C.^HnTSi^O^: C, 73.45; H, 4.99; N, 12.24. Found: C: 73.32, H: 5.10, N: 
12.17. 

25 

Example 2341 
2-Pvridin-4"yl~ri,71naphthyridin-5-ol 
To Example 234H (108 mg, 0.32 mmol) in a 50 mL round bottom flask with a stirbar was 
added a mixture of 1 N HCl (1 .6 mL, 1 .57 mmol) in EtOH (8 mL). The resulting reaction 

30 mixture was warmed to 90 °C for 2 h, cooled to room temperature, and then poured onto 

K2CO3 (120 mg, 0.87 mmol) in a 100 mL round bottom flask. MeOH (10 mL) was added and 
the mixture was stirred vigorously for 1 h at which time silica gel was added and the volatiles 
removed on a rotary evaporator. Flash chromatography (3-5-7-12% MeOH/CHsCla) gave 52 
mg (74%) of as an ofif-white solid. R/= 0.24 (10% MeOWCH^C^); MS m/z 224 (M + H)^; 

35 'H NMR (300 MHz, DMSO-D6) 5 ppm 8.20 (s, 1 H) 8.24 (m, 2 H) 8.44 (d, J==8.82 Hz, 1 H) 
8.69 (d, J=8.82 Hz, 1 H) 8.80 (m, 2 H) 9.01 (s, 1 H) 10.91 (Br S, 1 H). 
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Example 234J 

n5^-ri-(liy-Indol-3-vlmethvlV2-(2-pyridin-4-vl41J1naphthvridin-5-vloxvVe thvl1-carbamic 

acid ter^butyl ester 

The desired product was prepared by substituting Example 2321 for 3-bromo-5- 
hydroxypyridine in Example 27A. R/= 0.41 (10% IVIeOH/CH^Cy; 'H NMR (300 MHz, 
DMSO-D6) 6 ppm 1.37 (s, 9 H) 3.07 (m, 1 H) 3.38 (m, 1 H) 4.25 (m, 3 H) 6.93 (m, 1 H) 7.05 
(td, J=7.54, 1.19 Hz, 1 H) 7.15 (d,>=2.03 Hz, 1 H) 7.21 (d, J=7.80 Hz, 1 H) 7.33 (d,>=7.80 
Hz, 1 H) 7,56 (d, J=7.80 Hz, 1 H) 8.27 (m, 3 H) 8.51 (d,/=8.82 Hz, 1 H) 8.82 (m, 3 H) 9.13 
(s, 1 H) 10.82 (s, 1 H). 

Example 234K 

(1 .5^- 1 -(1 //-Indol-3 -vlmethvn-2-(2-pvridin-4-vl-r 1 ,71naphthvridin-5-vloxvVethvlamine 
The desire product was prepared as trifluoroacetic acid salt by substituting Example 234K for 
Example 232D in Example 232E. MS m/z 396 (M + H)^; 'H NMR (300 MHz, DMSOD6) 
(of the free base) 5 ppm 2.96 (m, 1 H) 3.1 1 (m, 1 H) 3.24 (m, 1 H) 3.61 (s, 1 H) 4.09 (q, 
J=5.09 Hz, 1 H) 4.16 (dd, J=9.49, 6.10 Hz, 1 H) 4.26 (m, 1 H) 6.93 (m, 1 H) 7.06 (td, J=7.46, 
1.02 Hz, 1 H) 7.22 (d, J=2.37 Hz, 1 H) 7.34(d, J=8.14 Hz, 1 H) 7.58 (d,y=8.14 Hz, 1 H) 8.27 
(m, 3 H) 8.51 (d,y=8.82 Hz, 1 H) 8.82 (m, 2 H) 8.89 (d, ^8.82 Hz, 1 H) 9.14 (s, 1 H) 10.88 
(s, 1 H). 



Example 235 

( \m-\-( l/f-Indol-3-ylmethyn-2-(2-pvridin-4-vl-ri ,71naphthvridin-5-vloxvVethvlamine 
The desired product was prepared by substituting Boc-i?-Tryptophanol for Boc-i- 
tryptophanol in Example 234, MS m/z 396 (M + H)*; 'H NMR (300 MHz, DMSOD6) 5 ppm 
3.31 (m, 2 H) 4.34 (dd, 7=10.51, 5.42 Hz, 1 H) 4.50 (dd,>=10.68, 2.54 Hz, 1 H) 6.95 (m, 1 H) 
7.08 (m, 1 H) 7.29 (d, 7=2.03 Hz, 1 H) 7.37 (d, J=8.14 Hz, 1 H) 7.63 (d, J=7.80 Hz, 1 H) 8.30 
(s, 1 H) 8.65 (m, 6 H) 8.99 (d,^5.76 Hz, 2 H) 9.23 (s, 1 H) 9.29 (m, 1 H) 11.04 (d,/=1.70 
Hz, 1 H). 

Example 236 

(l^-l-(li:^-Indol-3-ylmethvn-2-(5-isoquinolin-6-yl-pyridin-3-ylsulfanvn-ethvlamine 

Example 236A 
3-Bromo-5-(4-methoxy-benzylsulfanyl)-pyridine 
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To a suspension of sodium hydride (370 mg, 60% in mineral oil, 9.25 mmol) in DMF (30 ml) 
(4-Methoxy-phenyl)-methanethiol (1.25ml, 9 mmol) was added. The resulting solution was 
stirred at room temperature for 1 hour and added to 3.5-dibromopyridine (2.13 g, 8.99 mmol) 
in DMF (30ml). The mixture was stirred at room temperature for 48 hours. The reaction 
5 solution was partitioned between ether and water. The organic layer was washed (brine), 
dried (Na^SO^), filtered and concentrated under vacuum. Purification on .silica gel eluting 
with 5% ethyl acetate/hexane provides the title compound (1.75 g, 63%). MS (DCI/NH3) m/e 
310 (M+l)^; NMR (300 MHz, DMSO-D6) 5 ppm 3.72 (s, 3 H) 4.30 (s, 2 H) 6.85 (d, 
y=2.03 Hz, 1 H) 6.89 (d, J=2.37. Hz, 1 H) 7.26 (d, J=2.37 Hz, 1 H) 7.29 (d, J=2.03 Hz, 1 H) 
10 8.04 (dd, ^2.03 Uz, 1 H) 8.45 (d, J=2.03 Hz, 1 H) 8.48 (d, >=2.03 Hz, 1 H). 

Example 23 6B 
5-Bromo-pvridine-3"thiol 
A mixture of Example 236A (1.43 g, 4.6mmol), m-cresol ( 4.9ml, 47mmol) and TFA ( 4ml ) 
15 was refluxed for 24hours. After cooled to room temperature, the solution was dried by 
vacuum. Purification on silica gel eiuted with 5% ethyl acetate in hexanes to provide the 
crude title compound (contaminated with disulfide). 

Example 236C ' 

20 fliS^-r2-(5-Bromo-pyridin'-3--Vlsulfanyn-l-(liJ-indol--3-vlmethylVethyl>carbamic acid ^er^ 

butyl ester 

A 100 ml RBF was charged with Example 236B (0,620 mg, 3.26 mmol), 2-Hydroxy-l-(lH- 
indol-3-ylmethyl)-ethyl]-carbamic acid tert-butyl ester (1.077g, 3.71 mmol), Ph^P (1.23 g, 
4.69 mmol) and DEAD (1.0968g, 4.763 mmol). THF (10 ml) was added at 0 °C. The reaction 
. 25 mixture was stirred at 0°C for 1 h and at room temperature for 22 hours. The reaction mixture 
was concentrated and the residue was separated by flash chromatography (30% EtOAc in 
hexane) to provide 0.6 14g product with DEAD. 

Example 236D 

30 (16^-l-(lJ¥-Indol-3-ylmethyl)-2-(5-isoquinQlin-6-yl~pyridin-3-ylsuifanyn-ethylamine 

The desired compound was prepared by substituting Example 236C for Example 2A in 
Example 27. MS (ESI) m/e 411 (M+l)""; 'H NMR (300 MHz, DMSO-D6) 5 ppm 3.13 (m, 2 
H) 3.37 (m, 2 H) 3.57 (m, 1 H) 6.90 (t,J=8.14 Hz, 1 H) 7.02 (t, J=8.14 Hz, 1 H) 7.25 (d, 
y^2.37 Hz, 1 H) 7.31 (d, >8.14 Hz, 1 H) 7.47 (m, 1 H) 8.06 (br. s., 2 H) 8.18 (m, 2 H) 8.28 (t, 

35 J=2.03 Hz, 1 H) 8.46 (m, 1 H) 8.52 (br. s., 1 H) 8.67 (d,J=6.10 Hz, 1 H) 8,69 (d, J=2.03 Hz, 1 
H) 8.97 (d, y=2.03 Hz, 1 H) 9.66 (br. s., 1 H) 1 1 .03 (br. s., 1 H). 
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Example 237, 

fl6^-l-fliy-IndQl-3-vlmethvlV245-(3-methvl-liy-indazol-5-v^^ 

ethylamine 

5 The title compound was prepared by substituting Example 102C for 6-bromoisoquinoline in 
Example 236. MS (ESI) m/e 414 (M+1)^; NMR (300 MHz, MeOH) 5 ppm 3.20 (d, 
J=6.78 Hz, 2 H) 3.25 (m, 1 H) 3.50 (m, 1 H) 3.69 (m, 1 H) 6.91 (td, #=8.14, 6.10, 1.02 Hz, 1 
H) 7.02 (td, J=8,14, 6.10, 1.02 Hz, 1 H) 7.15 (br. s., 1 H) 7.26 (d, J^8.14 Hz, 1 H) 7.40 (d, 
J-8.14 Hz, 1 Hj 7.53 (t, >8.82 Hz, 1 H) 7.60 (d, J=8.82 Hz, 1 H) 7,93 (m, 1 H) 8.12 (t, 

10 J-2.03 Hz, 1 H) 8.51 (br. s., 1 H) 8.74 (br. s., 1 H). 



Example 238 

(l>S^-l-(4-Bromo-benzvl)-2-r5-(3-methvl-lif-indazol-5-vn-Pvridin-3-vloxvVethYlami^ 

15 

Example 23 8 A 

5-(5-HydroKV-pvridin-3-vn-3-methvl-indazole-l-carboxvlic acid /gr/-butvl ester 
The desired product was prepared by substituting 3-bromo-5-hydroxypyridine for Example 
203B in Example 203C. 
20 Example 23 8B 

a6^-{l-(4-Bromo-benzvn-2-r5-(3-methvl-lj/-indazol-5-vlVpvridin-3-Yloxv1-^ 

carbamic acid ^err-butyl ester 
The desired product was prepared according to the procedures described for Example 2A, 
substituting Example 23 8A for 3-brbmo-5-hydroxypyridine, and 3'-br6mo-Boo- 
25 phenylalaninol for Boc-tryptophanol in Example 2A. 

Example 238C 

(iy).l-(4,Bromo-benzvn-2-r5-(3-methvl-lij-indazoI-5-vn-pvridin~3-yloxvVethy 
The desired product was prepared as trifluoroacetic acid salt by substituting Example 23 SB 
30 for Example 27B in Example 27. MS (ESI) m/e 437 (M+1); ^H NMR (300 MHz, 
TRIFLUOROACETIC ACID-D) 5 ppm 3.16 (s, 3 H) 3.46 (m, 2 H) 4.48 (m, 1 H) 4.86 (m, 2 
H) 7.34 (m, 2 H) 7.70 (m, 2 H) 8.24 (m, 2 H) 8.57 (m, 2 H) 8.86 (m, 1 H) 9.07 (m, 1 H). 



Example 239 

(l5^-l-(ljy-Indol-3-ylmethyn-2-r5-f2-methyl~quinazolin-7-ylVpyridin-3 -yloxv1-^^^ 
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Example 239A 
7-Bromo-2-methyl-quinazoline 
The 4-Bromo-2-fluoro-benzaldehyde (Ig, 4.9 mmol), acetamidine and DMA were mixed and 
heated to 140°C for 5 hours. The mixture was cooled to room temperature and dried under 
5 vacuum. The mixture was purified by flash column afforded 47mg product in 4% yield. MS 
(ESI) m/e 223 (M+l)\ 

Example 239B 

(l5:^-l-flij-Indol-3-vlmethyn-2-r5-(2-methvl-quinazolin-7-yn-pvridin-3-vlo xv1-ethylamine 
10 The desired product was prepared by substituting Example 239A for 6-bromophthalimide in 
Example 32. MS (ESI) m/e 410 (M+1)^; 'H NMR (300 MHz, DMSO-D6) 5 ppm 2.57 (s, 3 
H) 3.10 (m, 2 H) 3.85 (m, 1 H) 4.29 (m, 1 H) 4.46 (m, 1 H) 7.39 (m, 5 H) 7.62 (dd, J=8.81, 
0.68 Hz, 1 H) 7.80 (dd, J=8.81, 1.70 Hz, 1 H) 8.28 (d, 7=0.68 Hz, 2 H) 8.56 (m, 5 H) 8.89 (d, 
J=1.70Hz, 1 H). 

15 

Example 240 

(15)-l-(liy-Indol-3-ylmethyn-2-r5-(lJy-indol-5-vl)-pyridin-3-ylox y1-ethylamine 
The desired product was prepared by substituting 5-bromoindole for 6-bromophthalimide in 
20 Example 32. MS (ESI) m/e 383 (M+1)^; 'H NMR (300 MHz, DMSO-D6) 5 ppm 3.58 (m, 1 
H) 4.09 (m, 3 H) 4.18 (m, 1 H) 6.67 (br. s., 2 H) 6.98 (m, 1 H) 7.08 (m, 1 H) 7.27 (m, 3 H) 
7.38 (m, 4 H) 7.50 (m. 1 H) 7.60 (m, 2 H) 7.88 (br. s., 1 H) 8.23 (br. s., 1 H) 8.51 (br. s., 1 H), 

25 Example 241 

fl5^-l-flff-Indol-3-vlmethvlV2-(5-r4-(lJy-tetrazol-5-vl)-phenyn-Pvridin-3-yloxy>- 

ethylamine 

The desired product was prepared by substituting 5-(4-bromo-phenyl)-l/^^tetrazole for 6- 
bromophthalimide in Example 32. MS (ESI) m/e 412 (M+1)^; 'H NMR (300 MHz, Solvent) 
30 5 ppm 3.24 (m, 2 H) 3.99 (m, 1 H) 4.29 (m, 1 H) 4.44 (m, 1 H) 7.04 (m, 1 H) 7.14 (m, 1 H) 
7.24 (m, 1 H) 7.39 (m, 1 H) 7.61 (m, 1 H) 7.79 (m, 1 H) 7.86 (m, 2 H) 8.17 (br. s., 1 H) 8.20 
(br. s., 1 H) 8.39 (br. s., 1 H) 8.61 (br. s., 1 H). 

35 Example 242 

fl6^-l-(liy-Indol-3-vlmethvlV2-(5-isoQuinolin-6-vl-Pvrimidin-4-vloxv')-ethylamme 
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Example 242A 
5-BromO"Pvrimiclin'-4"Ol 
The Pyrimidin-4-ol (366mg, 3.8 mmol) and AcOH were cooled to OPC. ( 0,27ml ) was 
added slowly via syringe. The mixture was stirred at room temperature for 3 hours. The 
5 AcOH was removed under pressure. The residue was dissolved in CHzC^, washed with 

saturated NaHC03, brine, and dried over MgSO^. The solvent was removed and the product 
was purified by flash column chromatography to afforded the desired product (605 mg, 91%). 
MS (ESI) m/e 175 (M+1)^; 'HNMR (300 MHz, DMSO-D6) 5 ppm 8.23 (br. s., 1 H) 8.33 (br. 
s., 1 H) 13.08 (br.s., 1 H). 
10 Example 242B 

(16^-l-fl/f4ndol-3-ylmethvn-2-(5-isoquinolin-6-vl-pyrimidin--4-yloxy)-ethylamine 

The title compound was prepared by substituting Example 242 A for 3-bromo-5- 
hydroxypyridine in Example 27. MS (ESI) m/e 396 (M+1)"; ^H NMR (300 MHz, DMSO- 
D6) 5 ppm 3.10 (m, 2 H) 4.35 (m, 1 H) 4.48 (m, 1 H) 4.72 (m, 1 H) 6.96 (m, 2 H) 7.31 (m, 3 
15 H) 8.26 (m, 3 H) 8.50 (m, 3 H) 8.68 (m, 1 H) 8.88 (s, 2 H) 9.74 (br. s., 1 H) 10.99 (br. s., 1 H) 



Example 243 

fl3^-l-Benzvl-2-r3-(3-methyl-lff-indazol-5-vlVphenoxv1-ethvlamine 

20 

Example 243A 

ri-Benzyl-2-(3-bromo-phenoxv)-ethyl1-carbamic acid /gr^butyl ester 
The desired product was prepared by substituting 3-bromophenol for 3-bromo-5- 
hydroxypyridine and L-Boc-phenylalaninol for L-Boc-tryptophanoI in Example 2A. 

25 

Example 243B 

5-r3-ff2iy)-2-^gr/-Butoxycarbonylamino-3-phenyl-propoxv)-phenyn -3-methyl-indazole-l- 

carboxylic acid tert-h\x\>/\ ester 
The desired product was prepared by substituting Example 243A for Example 2A in Example 
30 102E. . 

Example 243 C 

fiy)-l-Benzvl"2-r3-(3-methyl-l//-indazol-5-yl)-phenoxv1-ethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 243B 
35 for Example 27B in Example 27C, MS (ESI) m/e 358 (M+H)-; ^H NMR (500 MHz, DMSO- 
D6) 5 ppm 2.54 (s, 3 H) 3.06 (m, 2 H) 3.82 (m, 1 H) 4.02 (dd, J=10.61, 5.62 Hz, 1 H) 4.18 
(dd, 7=10.61, 3.12 Hz, 1 H) 6.93 (dd, J=7.80, 1.56 Hz, 1 H) 7.28 (d,>=2.18 Hz, 1 H) 7.36 (m, 
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7 H) 7.53 (d, J=8.42 Hz, 1 H) 7.62 (m, 1 H) 7.94 (s, 1 H) 8.27 (s, 2 H) 12.68 (bs, 1 H); Anal. 
Calcd for C23H23N30-1.45 TFA: C, 59.50; H, 4.71; N, 8.04;. Found: C, 59.46; H, 4.69, N, 
8.25. 



Example 244 

(IS) A -Benzy l-2-r6-(3-methvl-l//-indazol-5-vn-Pvrid m.-2-vloxv1-ethvlamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 3- 
bromo-6-hydroypyridine for 3-bromophenol in Example 243. MS (ESI) m/e 359 (M+H)"^; 
10 ' NMR (300 MHz, DMSO-D6) 5 ppm 2.54 (s, 3 H) 3.05 (m, 2 H) 3.90 (m, 1 H) 4.33 (dd, 
J=l 1.70, 6.27 Hz, 1 H) 4.60 (dd, 7=11.87, 3.39 Hz, 1 H) 6.80 (d, J=8.14 Hz, 1 H) 7.33 (m, 5 
H) 7.49 (d, J-7.80 Hz, 1 H) 7.68 (d, J=7.12 Hz, 1 H) 7.83 (m, 1 H) 7.96 (dd/-8.81, 1.70 Hz, 
1 H) 8.20 (s, 2 H) 8.35 (s, 1 H) 12.69 (bs, 1 H); Anal. Calcd for C2H22N40-1.4 TFA-1 H^O: C, 
55.56; H, 4.78; N, 10.45;. Found: C, 55.45; H, 4.5 1,N, 10.50. 

15 

Example 245 

fl5^-2->r5-(3-Methyl-lff-indazol-5-vlVpyridin-3-vloxy1-l-(4-thiophen-3-yl-ben^^ 

ethylamine 

20 ' 

Example 245A 

f liy)-r2-Hydroxy'-l-(4-iodo-benzyl)"ethyl>carbamic acid /gr/-butyl ester 
The material was prepared from L-Boc-(4-iodophenyl)alanine according to the procedure 
described by M. Rodriguez, M. Llinares, S. Doulut, A. Heitz, J. Martinez Tetrahedron Letters 
25 1991, 32 (7), 923-926. 

Example 245B 

f 15^-r2-(5-Bromo-»pyridin-3-vloxyVl-(4-iodo-benzyl)-ethyn-carbamic acid tert-bntyl ester 
The desired product was prepared by substituting Example 245 A for L-Bpc-tryptophanol in 
30 Example 2A. 

Example 245 C 

(lS)-\2-(5 -Bromo-pvridin-3-vloxyV 1 -(4-thiophen-3-yl-benzylVethy ll-carb amic acid tert- 

butyl ester 

35 A solution of Example 245B (200 mg; 0.37 mmol), 3-thiopheneboronic acid (50 mg; 0.39 
mmol), Pd(PPh3)4 (25 mg; 0.02 mmol) and CsF (115 mg; 0.76 mmol) in 1 :2 MeOH:DME (5 
mL) was heated at reflux for 4 hrs, cooled, diluted with water, and extracted with EtOAc. 
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The extracts were rinsed with brine, dried (MgS04), evaporated, and purified by flash 
chromatography (30% EtaO/hexane) to provide the desired product (145 mg, 79%). 



Example 245D 

5 (16^4245-f3-Methvl-liJ-indazol-5-ylVpvridin-3-vioxv1-l-(44hiophen-3>yl-ben^ 

carbamic acid tert-hutyl ester 
The desired product was prepared by substituting Example 245 C for Example 2 A in Example 
102E. 

10 Example 245E 

(16^"2-r5-(3-Methyl-lJy-inda2ol-5~yl)-pyridin-3"yloxy1-l-(4--thiophen-3-yl-benzyl)- 

ethylamine 

The desired product was prepared as the trifluoroacetate salt by substituting Example 245D 
for Example 27B in Example 27C, MS (ESI) m/e 441 (M+H)^; NMR (300 MHz, DMSO- 
15 D6) 5 ppm 2.54 (s, 3 H) 3.06 (d, J-7.12 Hz, 2 H) 3.89 (m, 1 H) 4.16 (dd, J=10.68, 5.59 Hz, 1 
H) 4.33 (dd, J=10.68, 2.88 Hz, 1 H) 7.37 (d, J=8,48 Hz, 2 H) 7.55 (m, 2 H) 7.63 (m, 1 H) 7.70 
(m, 3 H) 7.76 (m, 1 H) 7.85 (dd, J-3.05, 1.36 Hz, 1 H) 8.08 (s, 1 H) 8.22(m, 2 H) 8.35 (d, 
J=2.71 Hz, 1 H) 8.64 (d, 7=1.70 Hz, 1 H) 12.47 (bs, 1 H). 

20 

Example 246 

(16^-l-(4-Iodo-benzyl)-2-r5-(3~methvM//-indazol-5->yn-pyridin-3-yloxyVethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Boo-3'- 
bromophenylalaninol for Example 245 A in Example 238. MS (ESI) m/e 485 (M+H)""; 
25 *H NMR (300 MHz, DMSO-D6) 5 ppm 2.55 (s, 3 H) 3.00 (d,J=7.12 Hz, 2 H) 3.85 (m, 1 H) 
4.13 (m, 1 H) 4.30 (m, 1 H) 7.16 (d,J=8.14 Hz, 2 H) 7.58 (d, J=8.82 Hz, 1 H) 7.70 (m, 3 H) 
8.08 (s, 1 H) 8.19 (d, J=3.05 Hz, 2 H) 8.32 (d,y=2.71 Hz, 1 H) 8.63 (d, J=1.70 Hz, 1 H) 8.97 
(s, 1 H) 12.72 (bs, 1 H). 

30 

Example 247 

r4-a2y)~2-Amino-3-phenyl-propoxy)-2-(3-methyl-ljy--indazol-5--vl)--phenyI1-methanol 

Example 247A 

35 fliy)-rr-Benzyl-2"(3"ChlorO"4-formyl-phenoxy)"ethyn-carbamic acid tert-hutyl ester 

The desired product was prepared by substituting 2-chloro-4-hydroxybenzaldehyde for 3- 
bromo-5-hydroxypyridine and L-Boc-phenylalaninol for L-Boc-tryptophanol in Example 2A. 
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Example 247B 

a>S^-n-Benzvl-244-formyl-3-f3"methvl-lj?-indazol-5-vlVphenox^^ acid 

rgr/"butyl ester 

5 A solution of Example 102D (230 mg; 0.78mmol) and Example 247A (300 mg; 0.77 mmol) 
in DMF (4 mL) was treated with Pd2(dba)3 (73 mg; 0.0.08 mmol),2-dicyclohexylphosphino- 
2'-(N,N-dimethylamino)biphenyl (61 mg; 0.15 mmol), and triethylamine (97 mg; 0.96 
mmol), heated at 1 10 °C for 4 hrs., partitioned between brine and EtOAc, filtered through 
Celite®, and extracted with EtOAc. The extracts were rinsed with brine, dried (MgS04), 

10 concentrated, and purified by flash chromatography (40% EtOAc/hexane) to provide the 
desired product (235 mg; 63%). 

Example 247C 

niy)-U-Benzvl-2-[4-hydroxymethyl-3-(3--methvl--li7-indazol-5--vlVphenoxy1-ethyl}- 

15 carbamic acid /er/-butyl ester 

A solution of Example 247B (225 mg; 0.46 mmol) in EtOH (4 mL) was treated portionwise 
with NaBH4 (26 mg; 0.70 mmol) and stirred for 30 min., diluted with water, and extracted 
into EtOAc, The extracts were rinsed with brine, dried (MgS04), concentrated, and purified 
by flash chromatography (60% EtOAc/hexane) to provide the desired product (150 mg; 

20 66%). 

Example 247D 

r4--((2y»-2-Amino-3-phenyl'Propoxy)-2-(3-methyl--l/Z-indazol-5--yl)-phenyn-methanol 
Example 247C (1 15 mg; 0.23 mmol) was heated neat at 190 °C for 45 min. then purified by 

25 flash chromatography on silica gel eluting with 10% MeOH/CHCl, to provide the desired 
product (17 mg; 19%). MS (ESI) m/e 388 (M+H)""; NMR (300 MHz, DMSO-D6) 5 ppm 
2.50 (s, 3 H) 2.60 (dd, J=13,22, 7.80 Hz, 1 H) 2.83 (dd, J=13.22, 5.76 Hz, 1 H) 3.25 (m, 1 H) 
3.82 (t, >=5.59 Hz, 2 H) 4.33 (d, J-5.09 Hz, 2 H) 4.99 (t, J=5.26 Hz, 1 H) 6.81 (d, >=2.37 Hz, 
1 H) 6.93 (dd, J=8.48, 2.3? Hz, 1 H) 7.23 (m, 5 H) 7.36 (d,/=8.48 Hz, 1 H) 7.46 (m, 3 H) 

30 7.69 (s, 2 H) 12.66 (s, 1 H). 

Example 248 

f liy>-2- \5 ■(! jj-Benzotriazol-5-yl)-pyridin-3 -yloxyl- 1 -( liMndol-3-y Imethy D-ethy lamine 

35 . 

Example 248A 
4-Bromo-benzene-l ,2-diamine 
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A mixture of 4-bromo-2-nitroaniline (1 g; 4.6 mmol) and SnCl2*2 H2O (6.2 g; 27.6 mmol) in 
MeOH (30 mL) with 5-6 drops of cone. HCl was heated at reflux for 5 hrs., concentrated, 
suspended in sat'd NaHC03 (aq.) and extracted with EtOAc. The extracts were rinsed with 
brine, dried (MgS04), and concentrated to provide the product of sufficient purity to carry on. 

5 

Example 248B 
5"BromO" l/Z-benzotriazole 
A mixture of Example 248 A (262 mg; 1.4 mmol) in 10% 1^864 (4 mL) was treated with 
NaNOa (120 mg; 1.7 mmol) in water (1 mL), stirred for 30 min., diluted with water, and 
10 extracted with EtOAc. The extracts were rinsed with brine, dried QSia^O^), concentrated and 
purified by flash chromatography (5% MeOH/CH2Cl2) to provide the desired product. 

Example 248C 
S-Bromo-benzotriazole-l-carboxylic acid ^gr/-butyl ester 
15 A solution of Example 248B (770 mg; 5 mmol) in THF (5 mL) was added to a solution of 
20% phosgene in toluene (10 mL) at -20 ^C, stirred for 1 hr. at-20 ''C then 2 hrs. at r.t., 
evaporated and dissolved in THF (4 mL). This solution was added to a solution oftBuOH (1 
mL), and pyridine (426 mg; 5.4 mmol) in THF (3 mL) at-20 °C then stirred overnight at r.t. , 
The solids were removed by filtration and rinsed with EtOAc. The filtrate was rinsed with 
20 water and brine, dried (MgS04), concentrated, and isolated by flash chromatography (1:1 
EtjOihexane) to provide the desired product (970 mg; 76%), 

Example 248D 

fl^-2-r5-(l/J"Benzotriazol-5-yl)-pyridin-3-yloxy1-l-(l//~indol-3-ylmethyl)-ethyla^ 
25 The desired product was prepared as the trifluoroacetate salt by substituting Example 248C 
for 6-bromophthalimide in Example 32. MS (ESI) m/e 385 (M^KT; NMR (300 MHz, 
DMSO-D6) 5 ppm 3.17 (d, 7=7.12 Hz, 2 H) 3.86 (m, 1 H) 4.21 (dd, J=10.68, 6.27 Hz, 1 H) 
4.38 (dd, >=10.68, 2.88 Hz, 1 H) 7.01 (t, J=6.95 Hz, 1 H) 7.10 (t,J=7.12 Hz, 1 H) 7.30 (d, 
J=2.37 Hz, 1 H) 7.38 (d, J-8,14 Hz, 1 H) 7.63 (d, J=7.80Hz, 1 H) 7.78 (m, 1 H) 8.01 (m, 1 H) . 
30 8.18 (m, 3 H) 8.27 (m, 1 H) 8,38 (d,J=2.71 Hz, 1 H) 8.66 (d, J=1.36 Hz, 1 H) 11.03 (s, 1 H). 

Example 249 

(liS^-2-r5-(li/-Benzotriazol"5--ylVpyridin-3-yloxy1-l-benzvl-ethylamine 

35 

Example 249A 

(liy)-ri-Benzyl-2"(5-bromo-pyridin-3-yloxy)-ethyn-carbamic acid tert-hutyl ester 
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The desired product was prepared by substituting L-Boc-phenylalaninol for L-Boc- 
tryptophanol in Example 2A. 



Example 249B 

"Benzyl-2-(5-trimethylstannanvl"Pyridin-3-vloxv)-ethylVcarbamic acid /gr/-butyl 

ester 

The desired product was prepared by substituting Example 249A for Example 2A in Example 
32A. 

Example 249C 

5,r5-((25)-2-rgrr-Butoxycarbonylamino-3-phenyl-propoxy)--pyridin-3-yn-ben20triazole-l- 

carboxylic acid tert-hutyl ester 
A solution of Example 249B (400 mg; 0.81 mmol) and Example 73C (255 mg; 0.85 mmol) in 
DMF (6 mL) was treated with Pd2(dba)3 (1 1 1 mg; 0.12 mmol),tri-o-tolylphosphine (74 mg; 
0.24 mmol), and triethylamine (102 mg; LO mmol), heated at 1 10 °C for 4 hrs., partitioned 
between brine and EtOAc, filtered through Celite®, and extracted with EtOAc. The extracts 
were rinsed with brine, dried (MgS04), concentrated, and purified by flash chromatography 
(80% EtOAc/CHjCy to provide the desired product (110 mg; 25%). 

Example 249D 

(16^-2-r5-(li/--Benzotriazoi-5-yl)-pyridin-3-yloxyM-benzyl-ethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 249C 
for Example 27B in Example 27C. MS (ESI) m/e 346 (M+H)"; NMR (300 MHz, DMSO- 
D6) 5 ppm 3.04 (m, 2 H) 3.86 (m, 1 H) 4.14 (m, 1 H) 4.30 (m, 1 H) 7.32 (m, 5 H) 7.78 (m, 2 
H) 8.02 (m, 1 H) 8.22 (m, 3 H) 8.38 (d, J=2.37 Hz, 1 H) 8.66 (d, 7=2.03 Hz, 1 H); Anal. Calcd 
for C2oHi,N50*2.6 TFA: C, 47.16; H, 3.39; N, 10.91;. Found: C, 46.90; H, 3.26; N, 11.01. 

Example 250 

(16^-l-Benzyl-245-f3-morpholin-4-yl~lJy-indazol-5-ylVpyridin-3-yloxy1--ethylamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 1 1 1 A 
for Example 249A in Example 249. MS (ESI) m/e 430 (M+H)^ 'H NMR (400 MHz, DMSO- 
D6) 5 ppm 3.04 (m, 2 H) 3.36 (m, 4 H) 3.81 (m, 4 H) 3.87 (m, 1 H) 4.13 (dd, J==10.74, 5.83 
Hz, 1 H) 4.29 (dd, J=10.74, 2.76 Hz, 1 H) 7.30 (m, 5 H) 7.49 (d, 7=8.90 Hz, 1 H) 7.64 (d, - 
J-8.59 Hz, 1 H) 7.71 (s, 1 H) 8.09 (s, 1 H) 8.26 (bs, 2 H) 8.32 (d, J=2.15 Hz, 1 H) 8.64 (s, 1 
H) 12.20 (bs, 1 H). 
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Example 251 

(15^-l-Benzvl-2-l543"(4-methvl-piperazin-l-y0-ljJ-indazol-^ 

ethylamine 

5 The desired product was prepared as the trifluoroacetate salt by substituting Example 1 14A 
for Example 249A in Example 249. MS (ESI) m/e 443 (M+H)^; NMR (300 MHz, DMSO- 
D6) 5 ppm 2.53 (s, 3 H) 2.90 (m, 4 H) 3.04 (m, 2 H) 3.17 (m, 2 H) 3.53 (m, 2 H) 3.84 (m, 1 H) 
4.10 (m, 1 H) 4.27 (dd, Ml 1 .02, 3.22 Hz, 1 H) 7.32 (m, 5 H) 7.52 (d,/=8.82 Hz, 1 H) 7.66 
Im, 2 H) 8.15 (s, 1 H) 8.24 (m, 2 H) 8.32 (d,J=2;71 Hz, 1 H) 8.66 (d, 7=1.70 Hz, 1 H) 12.36 

10 (s, 1 H); Anal. Calcd for C^fi,oW-3 TFA: C, 48.98; H, 4.21; N, 10.71;. Found: C, 48.60; H, 
4.39; N, 11.05. 

Example 252 

15 (15)-{5-[5-(2-Amino-3-phenyl-propoxy)-pyridin-3-yl]-l/y-indazol-3-yl}-dimethyl^^ 

The desired product was prepared as the trifluoroacetate salt by substituting Example 1 15A 
for Example 249A in Example 249. MS (ESI) m/e 388 (M+H)^; ^H NMR (300 MHz, DMSO- 
D6) 5 ppm 3.03 (m, 8 H) 3.83 (m, 1 H) 4.13 (m, 1 H) 4.29 (m, 1 H) 7.34 (m, 5 H) 7.46 (d, 
J=8.81 Hz, 1 H) 7.63 (dd, J=8.65, 1.53 Hz, 1 H) 7.75 (m, 1 H) 8.08 (s, 1 H) 8.21 (m, 2 H) 8.33 

20 (d, J=2.71 Hz, 1 H) 8.64 (d, J-L70 Hz, 1 H) 12.01 (bs, 1 H); Anal. Calcd for C^^s^.O^S 
TFA: C, 47.74; H, 3.87; N, 9.60;. Found: C, 47.76; H, 3.76; N, 9.52. 

Example 253 

25 fl»S^-{5-r5-(2-Ammo-3-phenvl'-propoxv)-pvridin-3-vll-l//-indazol-3-vl>-a-metho 

amine 

Example 253A 
(5-Bromo-lif-indazol"3-yl)-(2-methoxv-ethvl)'-amine 
30 The reaction between Example 35A and O-methyl ethanolamine was carried out according to 
the procedure described by U. Wrzeciono, K. Majewska, J. Dudzinska-Usarewicz, M. Bernas, 
Pharmzie, 1986, 41, 472-474. 

Example 25 3 A 

(l^-{545-(2-Amino-3-phenyl-propoxv)-pvridin-3-vl1-lJy-indazol-3-vU-(2-^ 
35 amine 

The desired product was prepared as the trifluoroacetate salt by substituting Example 253A 
for Example 249A in Example 249. MS (ESI) m/e 418 (M+H)^; ^H NMR (300 MHz, DMSO- 
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D6) 5 ppm 3.04 (m, 2 H) l30 (s, 3 H) 3.46 (m, 2 H) 3.57 (m, 2 H) 3.83 (m, 1 H) 4.11 (dd, 
J=10.68, 5.60 Hz, 1 H) 4.28 (m, 1 H) 7.34 (m, 5 H) 7.64 (dd, J=10.68, 1.87 Hz, 3 H) 8.21 (s, 3 
H) 8.30 (d, J=2.37 Hz, 1 H) 8.58 (d, J=1.70 Hz, 1 H) 1 1.67 bs, 1 H); Anal. Calcd for 
C24H„Ns02-3 TFA: C, 46.34; H, 4.15; N, 9.01;. Found: C, 46.54; H, 4.34; N, 8.79. 

5 • 

Example 254 

f545-ff25^-2-Ammo-3-phenvl-propoxv)-pvridin-3-vl1-liy-indazol-3 -vl>-(2-niorpholin-4-^ 

ethvD-amine 

10 

Example 254A 

('5-Bromo-li:/-indazol-3-vl)-(2-morpholin-4-yl-ethvl)-amine 
The reaction between Example 35A and 4-(2-aminoethyi)morpholine was carried out 
according to the procedure described by U. Wrzeciono, K. Majewska, J. Dudzireka- 
15 Usarewicz,M.Bemas,P;wr7nz/e, 1986,^7,472-474. 

Example 254B 

(5-r5-ff2.S^-2-Amino-3-phenvI-propoxvVpvridin-3-vn-liy-indazol- 3-vU-(2-morpholin-4-yl- 

ethylVamine 

20 The desired product was prepared as the trifluoroacetate salt by substituting Example 254A 
for Example 249A in Example 249. MS (ESI) m/e 473 (M+Hf; 'H NMR (300 MHz, 
DMSO-D6) 5 ppm 2.50 (m, 8 H) 3.04 (m, 2 H) 3.43 (m, 2 H) 3.68 (m, 2 H) 3.87 (m, 1 H) 
4.10 (m, 1 H) 4.28 (m, 1 H) 7.36 (m, 7 H) 7.65 (m, 2 H) 8.07 (s, 1 H) 8.21 (m, 2 H) 8.31 (d, 
J=2.71 Hz, 1 H) 8.55 (d, ^1.70 Hz, 1 H) 11. 83 (bs, 1 H) 

25' 

Example 255 

5-r5-('('25^-2-Amino-3-phenyl-propoxy)-pyridin-3-yl1-l//-indazol-3-vlamine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 249A 
30 for Example 2A in Example 97. MS (ESI) m/e 360 (M+H)"; 'H NMR (300 MHz, DMSO-D6) 
5 ppm 3.04 (m, 2 H) 3.85 (m, 1 H) 4.1 1 (dd,J=10.68, 5.59 Hz, 1 H) 4.28 (dd, J=10.68, 2.88 
Hz, 1 H) 7.35 (m, 6 H) 7.65 (m, 2 H) 8.14 (s, 1 H) 8.21 (m, 4 H) 8.31 (d, J=2.71 Hz, 1 H) 8.56 
(d, y=2.03 Hz, 1 H) 1 1.87 (bs, 1 H); Anal. Calcd for Qfi^.NsO-S.l TFA: C, 45.83; H, 3.41; 
N, 9.82;. Found: C, 45.58; H, 3.34; N, 9.57. 
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Example 256 

jV-,f5-r5--(Q3^-2-Amino-3-Dhenvl"Propoxy)-pyridin-3-vn-ljj-in^ 

acetamide 

Example 25 6 A 
5-Bromo-li/-indazol-3-vlamine 
The desired product was prepared by substituting 5-bromo-2-fluorobenzonitriie for 5-bromo- 
2-fluprobenzaldehyde in Example 35A. 

Example 25 6B 
A^-f5-Bromo-ljy-indazol-3-ylV2,2,2-trifluoro-acetamide 
A solution of 256A (2.5 g; 12 mmol) and trifluoroacetic anhydride (3,4 mL; 24 mmol) in 
pyridine (50 mL) was stirred at r.t. for 2 days, acidified with 10% HCl (aq), and extracted 
with EtOAc. The extracts were rinsed with water and brine, dried (MgSQ), concentrated and 
purified by flash chromatography (1:1 EtOAcihexane) to provide the desired product (3.0 g; 
84%). 

Example 256C 

JV-{5-r5-(f2iSl-2-Amino-3-phenyl-propoxy)"Pvridin-3-vll-lij'-inda2ol-3-vU-2 

acetamide 

The desired product was prepared as the trifluoroacetate salt by substituting Example 256B 
for Example 249A in Example 249. MS (ESI) m/e 454 (M-H)^; NMR (300 MHz, DMSO- 
D6) 5 ppm 3.04 (m, 2 H) 3.84 (m, 1 H) 4.1 1 (dd, J=10.85, 5.76 Hz, 1 H) 4.28 (dd, ^10.68, 
2.88 Hz, 1 H) 7.35 (m, 6 H) 7.68 (m, 2 H) 8.16 (s, 1 H) 8.22 (m, 3 H) 8.32 (d, #2.71 Hz, 1 
H) 8.57 (d, J=1.70 Hz, 1 H) 11.87 (bs, 1 H). 



Example 257 

(2^-2-Amino-iV-r5-f3-methyl-lif-indazol-5~yn-pyridin-3-yl1-3-phenyl-propion 

Example 25 7A . 

5-(5-Amino-pyridin-3-yl)~3-methyl-indazole-l-carboxylic acid fer^butyl ester 
The desired product was prepared by substituting Example 203B for Example 27A and 
Example 23B for Example 2 A in Example 27B. 

Example 257B 
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5-r5-((26^-2-terf-Butoxvcarbonvlainino-3-phenvl-propionvlaminoVpvridin-3-vl1-3-methyl- 

indazole-l-carboxylic acid fer^butyl ester 

The desired product was prepared by substituting Example 257A for Example 25E and L- 

Boc-phenylalanine for Boc-tryptophane in Example 25G. 

5 

Example 257C 

(26^-2-Amino-iV-f5-(3-methvl-l/:/-indazol-5-vn-pvridin-3-vI1-3-phenvl-pr opionamide 
The desired product was prepared as the trifluoroacetate salt by substituting Example 257B 
for Example 27B in Example 27C. MS (ESI) m/e 372 (M+H)*; 'H NMR (300 MHz, DMSO- 
10 D6) 5 ppm 2.55 (s, 3 H) 3.19 (m, 2 H) 4.23 (m, 1 H) 7.32 (m, 6 H) 7.62 (s, 1 H) 8.01 (s, 1 H) 
8.19 m, 1 H) 8.36 (s, 2 H) 8.68 (d, J=2.03 Hz, 1 H) 8.74 (d,J=2.03 Hz, 1 H) 10.70 (s, 1 H) 
12.85 (bs, 1 H); Anal. Caicd for C22H2^^50-2.6 TFA: C, 48.91; H, 3.56; N, 10.49;. Found: C, 
48.96; H, 3.71; N, 10.64. 

15 

Example 258 

( 1^^2-r5-(3-Benzvi- l.g-indazol-5-vn-pvridin-3-vloxvl- 1 -( l/Mndol-3-vl methvn-ethvlamine 
The desired product was prepared as the trifluoroacetate salt by substituting benzyl 
magnesium chloride for methyl magnesium bromide in Example 102. MS (ESI) m/e 474 
20 (M+H)^; 'H NMR (300 MHz, DMSO-D6) 5 ppm 3.17 (m, 2 H) 3.86 (m, 1 H) 4.17 (dd, 

J=10.68, 5.93 Hz, 1 H) 4.35 (s, 2 H) 4.42 (dd, >10.68, 5.93 Hz, 1 H) 7.02 (t, J=7.12 Hz, 1 
H) 7.08 (m, 1 H) 7.29 (m, 7 H) 7.61 (m, 4 H) 7.98 (s, 1 H) 8.15 (m, 3 H) 8.32 (d/=2.71 Hz, 
1 H) 8.55 (d, .>^1.70 Hz, 1 H) 11.03 (s, 1 H); Anal. Calcd for C3oH2^50-3.9 TFA: C, 49.44; 
H, 3.39; N, 7.63;. Found: C, 49.07; H, 3.75; N, 7.42. 

25 

Example 259 

a.S^-l-Benzvl-2-r5-(3-benzvl-lJy-indazol-5-vn-pvridin-3-vloxv1-ethvlamine 
The desired product was prepared as the trifluoroacetate salt by substituting 249B for 
30 Example 2A in Example 258. MS (ESI) m/e 435 (M+H)"; 'H NMR (300 MHz, DMSO-D6) 5 
ppm 3.03 (m, 2 H) 3.86 (m, 1 H) 4.1 1 (dd, J=10.85, 5.76 Hz, 1 H) 4.28 (dd, /=10.68, 2.88 Hz, 
1 H) 5.72 (s, 2 H) 7.30 (m, 8 H) 7.72 (m, 3 H) 7.84 (m, 1 H) 8.13 (s, 1 H) 8.21 (m, 3 H) 8.33 
(d, 7=2.71 Hz, 1 H) 8.60 (d, J=l .70 Hz, 1 H) 

35 

Example 260 

(lg)-2-r5-('3-Benzvl-li7-indazol-5-vl)-pvridin-3-vloxv1-l-methvl-ethvIamine 
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Example 260A 

(iy>-r2-(5-BromO"Pyridin-3"yloxy)-l-methyl-ethvl1-carbamic acid /erZ-biityl ester 
The desired product was prepared by substituting Boo-alaninol for Boc-tryprophanol in 
5 Example 2A. 

Example. 260B 

a^-ri-Methyl-2--(5-trimethylstannanyl--pyridin-3-yIoxyVethyn-carbamic acid fer^butyl 

ester 

The desire product was prepared by substituting Example 260A for Example 249A in 
10 Example 249B. 

Example 260C 

(16^-245--(3-Benzyl--lj^-indazol-5--ylVpyridin--3-yloxy1-l-methyl-ethylamine 
15 The desired product was prepared as the trifluoroacetate salt by subsituting 260B for 

Example 32A in Example 258. MS (ESI) m/e 359 (M+H)^; NMR (300 MHz, DMSO-D6) 
5 ppm 1.31 (m, 3 H) 4.10 (m, 1 H) 4.30 (m, 1 H) 4.35 (s, 2 H) 4.41 (m, 1 H) 7.17 (m, 1 H) 
7.29 (m, 2 H) 7.36 (m, 2 H) 7.61 (s, 2 H) 7.69 (s, 2 H) 8.02 (bs, 2 H) 8.33 (d/-2.37 Hz, 1 H) 
8.56 (s, 1 H) 12.71 (bs, 1 H); Anal. Calcd for C22H22N40-3.2 TFA: C, 47.16; H, 3.5 1; N, 7.75;. 
20 Found: C, 47.27; H, 3.60; N, 7.60. 

Example 261 

f6~l54f2^-2-Amino-3-fl7j^-indol-3-yl)-propoxy1-pyridin-3-yU-cinnolin-4-yl)-^^^ 

25 

Example 261 A 
(6-Bromo-cinnolin-4-yn-phenyl-amine 
A solution of Example 34D (500 mg; 2.5 mmol) and aniline (1.5 mL) in MeOH (11 mL) was 
stirred at r.t. for 2.5 hrs, the resulting precipitate was collected, rinsed with water and dried 
30 under vacuum to provide the desired product (400 mg; 62%). 

Example 26 IB 

f6-(54f26^-2-Amino-3-(lff4ndol-3-yn-propoxv1-pyridin-3WU-cinnolin-4-y0 
35 The desired product was prepared as the trifluoroacetate salt by substituting Example 261 A 
for Example 27A in Example 27. MS (ESI) m/e 487 (M+H)^; ^H NMR (500 MHz, DMSO- 
D6) 5 ppm 3.18 (m, 2 H) 3.86 (m, 1 H) 4.25 (dd, J-10.61, 5,93 Hz, 1 H) 4.39 (m, 1 H) 6.99 (t. 
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J=7.49 Hz; 1 H) 7.09 (t, J=7.02 Hz, 1 H) 7.31 (d, J=2.50 Hz, 1 H) 7.38 (d, 7=8.1 1 Hz, 1 H) 
7.45 (t, J=7.33 Hz, 1 H) 7.60 (m, 6 H) 7.90 (m, 1 H) 8.19 (d,J=9.05 Hz, 1 H) 8.35 (bs, 2 H) 
8.44 (m, 2 H) 8.64 (s, 1 H) 8.81 (d, J=1.56 Hz, 1 H) 9.08 (s, 1 H) 11.04 (d/-1.87 Hz, 1 H). 



5 ' 

Example 262 

(16^-2-r5-(lif-Indazol-6-vlVpvridin-3-vloxvl-l-aiy-indol^^ 
The desired product was prepared as the trifluoroacetate salt by substituting 4-bromo-2- 
fluorobenzaldehyde for 5-bromo-2-fluorobenzaldehyde in Example 35. MS (ESI) m/e 384 
10 (M+H)^; *HNMR (500 MHz, DMSO-D6)5 ppm 2.97 (m, 2 H) 3.60 (m, 1 H) 4.13 (m, 2 H) 
6.99 (m, 2 H) 7.24 (m, 1 H) 7.38 (m, 2 H) 7.61 (m, 3 H) 7.84 (m, 3 H) 8.1 1 (m, 1 H) 8.3 1 (m, 
1 H) 8.55 (m, 1 H) 1 1.03 (m, 1 H) 12.98 (m, 1 H) 



15 Example 263 

5-(5-r(2iS^-2-AminO"3-(li?"indol-3-yl)-propoxyVpyridin-3-vU-2,3-dihvdro--isoindol-l-one 

Example 263A 
4-Bromo-2-methyl"benzoic acid methyl ester 
20 A solution of 4-bromo-2-methyl benzoic acid (1 .0 g; 4.7 mmol) in MeOH (24 mL) with 20 
drops cone. HCl was heated at reflux for 6 hrs. the concentrated to provide the desired 
product (1.1 g; 100%). 

Example 263B 

25 4-Bromo-2-bromomethyl-benzoic acid methyl ester 

A solution of Example 263 A (1.02 g; 4.5 mmol) in CC\ (22 mL) was treated with AffiN (65 
mg; 0.4 mmol), heated at reflux for 4 hrs., washed with water, dried (NazSOJ and 
concentrated to provide the desired product (1.1 g; 79%). 

30 Example 263C 

5"Bromo-2,3"dihydro-isoindol"l-one 

Example 263D 

5-{5-r(25^-2-Amino-3"(lJ?-indol"3-yl)-propoxy1-pyridin-3-yl>-2J-dihydro-isoindol-l-^^ 
35 The desired product was prepared as the trifluoroacetate salt by substituting Example 263C 
for 5-bromooxindole in Example 36. MS (ESI) m/e 399 (M+H)^; ^H NMR (d^-DMSO, 300 
MHz) 5: 11.03 (bs, IH), 8.63 (s, IH), 8.57 (s, IH), 8.35 (bs, 3H), 7.90 (s, IH), 7.78 (s, 2H), 
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7.67 (s, IH), 7.61 (d, J=8 Hz, IH), 7.37 (d, J=8 Hz, IH), 7.79 (d, J=2 Hz, IH), 7.03-7.10 (m, 
IH), 6.96-7.01 (m, IH). 4.32-4.36 (m, IH), 4.17-4.22 (m, IH), 3.80-3.83 (m, IH), 3.18 (d, J=8 
Hz, 2H), 2.50 (s, 2H). 



Example 264 

6-l5-rf26^-2-Amino-3-aiJ-indol-3-vlVpropoxv1-pvridin-3-vU-lJy-cinnolm-4-one 
The desired product was prepared as the trifluoroacetate salt by substituting Example 34 A for 
6-bromophthalimide in Example 32. MS (ESI) ra/e 412 (M+H)^; 'H NMR (500 MHz, 
DMSO-D6) 5 ppm 3.19 (d,/=7.18 Hz, 2 H) 3.84 (m, 1 H) 4.24 (dd, J=10.61, 5.93 Hz, 1 H) 
4.39 (dd, J=10.61, 3.12 Hz, 1 H) 7.01 (t, J=7.02 Hz, 1 H) 7.10 (t/=7.18 Hz, 1 H) 7.31 (d, 
J=2.50 Hz, 1 H) 7.38 (d, J=8.1 1 Hz, 1 H) 7.64 (d, J=7.80 Hz, 1 H) 7.76 (d^=8.73 Hz, 1 H) 
7.80 (m, 2 H) 7.96 (s, 1 H) 8.17 (dd, J=8.73, 2.18 Hz, 1 H) 8.32 (d, 7=2.18 Hz, 2 H) 8.40 (d, 
y=2.81 Hz, 1 H) 8.65 (d, 7=1.87 Hz, 1 H) 11.05 (d, J=1.56 Hz, 1 H) 13.72 (bs, 1 H); Anal. 
Calcd for Q^H^.N^O^-S TFA: C, 47.82; H, 3.21; N, 9.29;. Found: C,47.88; H, 3.41; N, 9.35. 



Example 265 

(l.S)-l-(lif-Indoi-3-ylmethvl)-2-r5-(4-phenyl-cinnolin-6-vl)-pvridin-3-vloxv1-ethvlamine 

Example 265A 

l-(l/y-Indol-3-vlmethvl)-2-r5-f4-phenvI-cinnolin-6-vl)-pvridin-3-vloxv1-ethvlamine 
A solution of Example 34C (200 mg; 0.8 mmol) in THE (10 mL) was treated with 3.0 M 
phenylmagnesium bromide in Etfi (1.6 mL; 4.8 mmol), stirred at r.t. for 4 hrs., sat;d NH^l 
(aq) was added, and extracted with EtOAc. The extracts were rinsed with brine, dried 
(MgS04), concentrated and purified by flash chromatography (30% EtOAc/hexane) to 
provide the desired product (67 mg; 29%). 

Example 265B 

(l6^-l-(lH-Indol-3-ylmethvn-2-r5-f4-phenvl-cinnolin-6-vlVpvridin-3-vloxv1-ethvlamine 
The desu-ed product was prepared as the trifluoroacetate salt by substituting Example 265A 
for 6-bromophthalimide in Example 32. MS (ESI) m/e 472 (M+H)*; 'H NMR (500 MHz, 
DMSO-D6) 5 ppm 3.15 (d, J=7.18 Hz, 2 H) 3.84 (m, 1 H) 4.17 (dd, 7=10.61, 5.93 Hz, 1 H) 
4.33 (dd, 7=10.61, 3.12 Hz, 1 H) 6.98 (t, 7=7.49 Hz, 1 H) 7.08 (t,7=7.49 Hz, 1 H) 7.28 (d, 
7=2.18 Hz, 1 H) 7.37 (d, 7=8.1 1 Hz, 1 H) 7.64 (m, 5 H) 7.70 (d, 7=1 .87 Hz, 1 H) 7.78 (d, 
7=6.55 Hz, 2 H) 8.16 (bs, 2 H) 8.30 (dd, 7=8.89, 1.72 Hz, 1 H) 8.42 (d/=2.50 Hz, 1 H) 8.61 
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(d,y=1.56 Hz, 1 H) 8.69 (d, J=9.05 Hz, 1 H) 9.41 (s, 1 H) 11.01 (s, 1 H); Anal. Calcd for 
C3oH25NsO-1.9 TFA: C, 58.99; H, 3.94; N, 10.18; Found: C, 58.87; H, 3.85; N, 10.08. 



5 Example 266 

(6-l54a5^-2-Amino-3-('l.g-indol-3-vl)-propoxv1-pvridin-3-vII-cinnolin-4-vn-b enzvl-amine 

Example 266A 
Benzvl-(6-bromo-cinnolin-4-vl)-amine 
10 A solution of 34D (100 mg; 0.41 mmol) and benzylamine (0.5 mL) in MeOH (3 mL) was 
stirred at r.t. for 24 hrs., concentrated, suspended in E\0, and the precipitate was collected to 
provide the desired product (100 mg; 78%). 

Example 266B 

15 f6-l54(260-2-Ammo-3-ai/-indoi-3-vn-propoxv1-pvridin-3-vl>-cinnolin -4-vn-ben2vl-amine 
The desired product was prepared as the trifluoroacetate salt by substituting Example 266A 
for 6-bromophthalimide in Example 32. MS (ESI) m/e 501 (M+H)-"; 'H NMR (500 MHz, 
DMSO-D6) 5 ppm 3.18 (d, 7=7.18 Hz, 2 H) 3.87 (m, 1 H) 4.23 (dd, J=10.61, 5.62 Hz, 1 H) 
4.38 (dd, J=10.45, 2.96 Hz, 1 H) 5.00 (d, J=5.62 Hz, 2 H) 7.00 (t, J=7.49 Hz, 1 H) 7.09 (t, 

20 J=7. 1 8 Hz, 1 H) 7.30 (d, J=2.50 Hz, 1 H) 7.37 (m, 4 H) 7.50 (d, J=7.49 Hz, 2 H) 7.62 (d, 
J=8.1 1 Hz, 1 H) 7.83 (d, J=2.18 Hz, 1 H) 8.10 (d, J=9.05 Hz, 1 H) 8.29 (bs, 2 H) 8.40 (dd, 
J=8.89, 1.40 Hz, 1 H) 8.45 (d, 7=2.50 Hz, 1 H) 8.78 (d, /=1.56 Hz, 1 H) 8.80 (s, 1 H) 8.98 (s, 
1 H) 10.35 (bs, 1 H) 1 1.03 (s, 1 H); Anal. Calcd for Q.H^gNpO.l TFA: C, 52.31; H, 3.67; N, 
9.84;. Found: C, 52.36; H, 3.47; N, 9.67. 



Example 267 

(6-(5-r(2,S^-2-Amino-3-(l//-indol-3-vl)-propoxv1-pvridin-3-vl>-cinnolin-4-yn -methvl-amine 
The desired product was prepared as the trifluoroacetate salt by substituting methylamine for 

30 benzylamine in Example 266. MS (ESI) m/e 425 (M+H)*; 'H NMR (500 MHz, DMSaD6) 5 
ppm 2.50 (d, J=1.87 Hz, 3 H) 3.19 (m, 2 H) 3.85 (m, 1 H) 4.26 (dd,/=10.92, 5.93 Hz, 1 H) 
4.40 (dd, J=10.61, 3.12 Hz, 1 H) 6.99 (t, J=7.49 Hz, 1 H) 7.09 (t,J=7.33 Hz, 1 H) 7.32 (d, 
J=1.87 Hz, 1 H) 7.37 (d, 7=8.11 Hz, 1 H) 7.63 (d, 7=8.11 Hz, 1 H) 7.87 (s, 1 H) 8.10 (d. 
7=9.05 Hz, 1 H) 8.37 (m, 3 H) 8.43 (d, ^2.81 Hz, 1 H) 8.72 (s, 1 H) 8.76 (d, ^1.56 Hz, 1 H) 

35 8.93 (s, 1 H) 10.00 (bs, 1 H) 1 1.04 (d,7=1.25 Hz, 1 H) 
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Example 268 

6-(5-rf26^-2-Amino-3-(l/f-indol-3-vl)-propoxv1-pvridin-3-vl)-cinnolin-4-vlarnine 
The desired product was prepared as the trifluoroacetate salt by substituting ammonia for 
benzylamine in Example 266. MS (ESI) m/e 41 1 (M+H)^; 'H NMR (500 MHz, DMSaD6) 6 
ppm 3.18 m, 2 H) 3.86 (m, 1 H) 4.27 (m, 1 H) 4.41 (m, 1 H) 6.99 (m, 1 H) 7.08 (m, 1 H) 7.36 
(m, 2 H) 7.64 (d, J=6.55 Hz, 1 H) 7.89 (s, 1 H) 8.10 (d, J=8.42 Hz, 1 H) 8.46 (ra, 4 H) 8.59- (s, 
1 H) 8.76 (s, 1 H) 9.00 (s, 1 H) 10.06 (s, 2 H) 11.08 (s, 1 H) 

Example 269 

rf3^^-3-(5-Isoquinolin-6-vl-pvridin-3-vloxvmethvn-l,2,3,4-tetrahvdro-b- carbolin-9-vl1- 

methanol 

A solution of Example 27 (100 mg; 0.19 mmol) and 37% formaldehyde (aq) (18|aL) in water 
(1 mL) with 2 drops cone. H2SO4 was heated at reflux for 3 hrs., evaporated and purified by 
reverse phase HPLC on a CI 8 column with 0-100% CH3CN/H2O/O.I % TFA to provide the 
desired product as the trifluoroacetate salt. MS (ESI) m/e 412 (M+H)*; 'H NMR (400 MHz, 
DMSO-D6) 5 ppm 3.04 (m, 1 H) 3.20 (m, 3 H) 4.19 (bs, 1 H) 4.53 (m, 6.75 Hz, 1 H) 4.64 (m, 
1 H) 4.70 (m, 1 H) 5.52 (m, 2 H) 7.12 ((t, 7=7.67 Hz, 1 H) 7.22 (t, 7=7.67 Hz, 1 H) 7.52 (d, 
J=7.98 Hz, 1 H) 7.58 (d, J=8.29 Hz, 1 H) 8.05 (s, 1 H) 8.26 (dJ=6A4 Hz, 1 H) 8.33 (d, 
J=8.59 Hz, 1 H) 8.53 (m, 2 H) 8.63 (s, 1 H) 8.68 (d, 7=5.83 Hz, 1 H) 8.83 (s, 1 H) 9.71 (s, 1 
H) 9.94 (bs, 1 H) 



Example 270 

3-f5-Isoquinoiin-6-vl-pvridin-3-vloxvmethvn-2,3,4,9-tetrahvdro-l//-B-carboline 
A solution of Example 27 (100 mg; 0.19 mmol) and 37% formaldehyde (aq) (17^L) in water 
(1 mL) with cone. U^SO^ (6 (iL) was stirred overnight at r.t., neutralized with NHj/MeOH, 
concentrated and purified by flash chromatography (10% MeOH/CHjCy to provide the 
desired product. MS (ESI) m/e 407 (M+H)""; 'H NMR (500 MHz, DMSO-D6)5 ppm 2.58 
(dd, J=14.66, 9.98 Hz, 1 H) 2.85 (dd,y=14.97, 3.74 Hz, 1 H) 3.38 (m, 2 H) 4.02 (d, 7=4.99 
Hz, 1 H) 4.33 (m, 2 H) 6.95 (t, 7=7.02 Hz, 1 H) 7.02 (t, 7=7.49 Hz, 1 H) 7.29 (d, 7=8.11 Hz, 1 
H) 7.39 (d, 7=8.1 1 Hz, 1 H) 7.91 (m, 2 H) 8.12 (dd,7=8.42, 1.56 Hz, 1 H) 8.25 (d,7=8.42 Hz, 
1 H) 8.41 (s, 1 H) 8.45 (t, 7=2.65 Hz, 1 H) 8.56 (d, 7=5.62 Hz, 1 H) 8.69 (d/=1.56 Hz, 1 H) , 
9.37 (s, lH) 10.72 (s,lH). 



Example 271 
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5-(5-rf2iSl-2-Amino-3-aff-indol-3-vlVpropoxy1-pvridin-3-vU-lff^ 

acid 



Example 271A 

5 l//-Indazole-3-carboxvlic acid methyl ester 

A solution of 3-carboxyindazole (2.0 g; 12.3 mmol) and concHCl (2 mL) in MeOH (50 mL) 
was heated at reflux overnight, concentrated, diluted with 2N NaOH (aq), and extracted with 
EtOAc. The extracts were rinsed with brine, dried (MgSOJ, and concentrated to provide the 
desired product. 

10 

Example 27 IB 
5"IodO"li7-indazole-3-carbQxylic acid methyl ester 
A solution of Example 271 A (300 mg; 1.7 mmol), bis(trifluoroacetoxy)iodobenzene (800 mg; 
1.9 mmol), and iodine (253 mg; LO mmol) in CH2C12 (10 mL) was stirred overnight at r.t., 
15 and treated with sodium bisulfite (aq). The precipitate was collected, rinsed with water and 
hexane, and dried under vacuum to provide the desired product (180 mg; 36%). 

Example 27 IC 

• 5-{5-r(2iS^-2"/er/-Butoxycarbonylamlno-3-(m-indol-3-yn-propoxy1-pyridin-3^^ 
20 indazole-S-carboxylic acid methyl ester 

The desired product was prepared by substituting Example 27 IB for 6-bromophthalimide in 
Example 32B. 

Example 27 ID 

25 5-(5-r(25^>2-Amino-3-flif-indol-3-yn-propoxy1-pyridin-3-yU4/^indazo 

acid methyl ester 

The desired product was prepared by substituting Example 27 IC for Example 27B in 
Example 27C. 

30 Example 27 IE 

545-rf2xS^-2-Amino-3-(li/-indol-3-ylVpropoxy1-pyridin-3-yU-lj7-inda^^ 

acid 

A solution ofExample 271D (150 mg; 0.34 mmol) and IN NaOH (5 mL) in MeOH (1 mL) 
was heated at reflux for 6 hrs., concentrated, and purified by reverse phase HPLC on a C18 
35 column with 0-100% CH3CN/H2O/O.I % TFA to provide the desired product as the 

trifluoroacetate salt. MS (ESI) m/e 428 (M+H)^; ^H NMR (500 MHz, DMSO-D6) 5 ppm 3,18 
(d, J=7.49 Hz, 2 H) 3.86 (m, 1 H) 4.21 (dd, J=10.29, 5.93 Hz, 1 H) 4.37 (dd, J=10.29, 2.50 
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Hz, 1 H) 7.01 (t, J=7.33 Hz, 1 H) 7.10 (t, J=7.33 Hz, 1 H) 7.30 (d,J=L87 Hz, 1 H) 7.38 (d, 
J==8.11 Hz, 1 H) 7.63 (d, J=7.80 Hz, 1 H) 7.71 (s, 1 H) 7.77 (m, 2 H) 8.26 (s, 3 H) 8.32 (s, 1 
H) 8.37 (s, 1 H) 8.59 (s, 1 H) 1 1.03 (s, 1 H) 13.64 (m, 1 H). 



Example 272 

5-^5-f(2>S)-2«fer^ButQXVcarbonyiam^no^3-hydroxv■propoxv)-pvrid in-3^vl^^3^meth^ 
indazole-l-carboxylic acid tert-butyl ester 
Example 203 (719 mg, 1.22 mmol) was dissolved in 30 mL EtOAc in a 100 mL round bottom 

10 flask with a stirbar. A combination vacuum/Ar/H2 manifold was attached and the flask 

evacuated and filled with Ar twice. Pd/C (800 mg, 10 wt. % (dry basis)) was added and the 
flask evacuated and filled with H, twice. The resultant black mixture was stirred vigorously 
and warmed to 50 °C for 20 h at which time TLC indicated --70% consumptioa of starting 
material. Another 480 mg of the Pd/C was added and a fresh H2 balloon attached. The 

15 reaction was stirred another 26 h at 50 °C at which time it was cooled to room temperature 
and the flask evacuated and filled with Ar. The cooled reaction mixture was filtered through 
Celite and the filter cake washed with EtOAc. The filtrate was subjected to rotary 
evaporation and then dried with house vacuum to yield the desired product (540 mg, 89%) as 
a colorless foam/solid. R/= 0.26 (EtOAc); MS m/z 499 (M + H)^; ^H NMR (300 MHz, 

20 DMSO-D6) 5 ppm 1.39 (s, 9 H) 1.66 (s, 9 H) 2.60 (s, 3 H) 3.50 (m, 2 H) 3.82 (m, 1 H) 4.17 
(m, 2 H) 4.83 (t, J=5.59 Hz, 1 H) 6.82 (d, J=8.14 Hz, 1 H) 7.79 (s, 1 H) 8.02 (dd/=8.65, 1.53 
Hz, 1 H) 8.12 (m, 1 H) 8.27 (d,J=1.02 Hz, 1 H) 8.29 (d, J=2.71 Hz, 1 H) 8.61 (d, J=2,03 Hz, 
IH). 

25 

Example 273 

5-r5-faiS^-Aziridin-2-vlmethoxv)-pyridin-3-vn-3-methvl-ljy-indazole 

Example 273A 

30 (li?)-r2-(5-Bromo-pvridin-3-vloxy)-l>-(rer/-butyl-dimethyl-silanyloxy methyl)-ethyn- 

carbamic acid tert-hutyl ester 
A 100 mL RBF was charged with 3-bromo-5-hydroxypyridine (1.20 g, 6.i87 mmol), (/?)-[!- 
(rerr-butyl-dimethyl-silanyloxymethyl)-2-hydroxy-ethyl]-carbamic acid tert-hutyl ester (2.1 
g, 6.87 mmol) and PhjP (2.34 g, 8.93 mmol), and was purged with nitrogen. THE (30 mL) 

35 was added at 0 °C. After stirring at 0°C for 10 min, DEAD (1.41 mL, 8.93 mmol) was added 
via syringe. The reaction mixture was stirred at 0°C for 0.5 h and at rt for 2 h. The reaction 
mixture was concentrated and the residue was separated by flash chromatography (5-25% 
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EtOAc in hexane) to provide the desired product (3.14 g, 99%). 
(M+1)^ 



PCT/US02/39915 
MS(DCI)m/z461,463 



Example 273B 

5 (16^"r2-(5-Bronio-pvridin-3-yioxv)-l-hydroxymethyl-ethyl1-carbamic acid tert-butyl ester 
To a solution of Example 273A (3.14 g, 6.8 mmoi) in THF (40 mL) was added TBAP (7.14 
mL, 7.14 mmol) at rt. The solution was stirred at rt for 1 h and was concentrated. The 
residual oil was purified by flash chromatography (40-80% EtOAc in hexane) to give the 
desired product (2.19 g, 93%).. MS (DCI) m/z 347, 349 (M+l)"". 

10 

Example 273C 

(2y)-2-(5-Bromo-pyridin-3-yloxymethyl)-aziridine-l-carboxylic acid tert-hntyl ester 
Ph3P (1.13 g, 4.32 mmol) was dissolved in 9:1 THF/CK^CN (30 mL) and cooled to 4 °C with 
an ice/water bath. DIAD (850 p.L, 4.32 mmol) was added slowly. After stirring 15 min, a 
15 solution of Example 273B (1.0 g, 2.88 mmol) in THF (4 mL) was added slowly. The 

solution was allowed to warm to rt and stirred for over night. The solution was concentrated 
and the residual oil was purified by flash chromatography (20-40% EtOAc in hexane) to give 
the desired product (1.0 g, 75%). MS (DCI) m/z 329, 331 (M+1)^ 

20 Example 273D 

5-r5"((2iS^-l-/er/-ButQxycarbQnyl-aziridin-2-yimethoxy)-pyridin--3--yl1-3--methyl-indazole-l- 

carboxylic acid tert-butyl ester 
Method 1. A 100 mL RBF was charged with Example 273C (950 mg, 2.88 mmol). Example 
203B (1.14 g, 2.88 mmol), Pd2(dba)3 (263 mg, 0.288 mmol), and tri-o-tolylphosphine (263 

25 mg), and was purged with N2. Anhydrous DMF (35 mL) and EtgN (1 .2 mL) were added via 
. syringe. The solution was purged with N2 again and was heated at 72 °C for 4 h. After 
cooled, ethyl acetate (150 mL) was added. The mixture was washed with brine (200 mL) and 
water (200 mL). The ethyl acetate solution was concentrated and the residual oil was 
separated by flash chromatography (50-80% EtOAc in hexane) to give the desired product 

30 (634 mg, 65%). MS (APCI) m/z 481 (M+1)^ 

Method 2 . To a stirred solution of PPh3 (2.16 g, 8.24 mmol) in THF (130 mL) and CH3CN 
(20 mL) at 0°C was added DIAD (1.62 mL, 8.24 mmol) slowly via syringe. After 20 min the 
resulting light yellow solution was canulated onto Example 272 (2.74 g, 5.50 mmol) in THF 
(150 mL). The reaction mixture was stirred 6 h at 23 °C and then silica gel was added and 

35 the volatiles removed on a rotary evaporator. Flash chromatography (50-60-70-80% 
EtOAc/hexanes) gave 3.72 g of a white solid which was a 1.33 : 1 mixture of 
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triphenylphosphine oxide : aziridine. R/= 0.50 (EtOAc). This was used without further 

purification. 



Example 273E 

5 545-((26^-Aziridin-2-vlmethoxvVpvridin--3-vn--3-methvl--l/f-indazole 

The desired product was prepared as the trifluoroacetate by substituting Example 273D for 
Example 27B in Examples 27C. MS (APCI) mix 281 (M+1)^; NMR (300 MHz, CD3OD) 
5 2.63 (s, 3 H), 3.31 (dd, J-3.30, 1.83 Hz, 2 H), 3.62 (dd, J=6.23, 1.83 Hz, 2 H), 3.89 (m, 1 
H), 4.60 (m, 2 H), 7.64 (d, J=8.79 Hz, 1 H), 7.77 (d,/=8.79 Hz, 1 H), 8.15 (s, 1 H), 8.22 (s, 1 

10 H). 

Example 274 

ni$^-2-r5-(3"Methvl-17?-indazol-5-vI)-pvridin-3-vloxvVl-(34rifluorometh oxy-benzyl^^ 
15 ethyiamine 

Example 274A 

5-{5->r(23^-2-tert-Butoxycarbonylamino-3-(3-trifluoromethoxy-phenyl)-propoxy1-pyridin-3- 
yll-3-methyl-indazole-l-carboxylic acid /er/-butyl ester 
20 To a suspension of CuBr-SMe2(25 mg, 0.12 mmol) and Example 273D (100 mg, 0.21 mmol) 
in THF (6 mL) was added 3-trifluoromethoxyphenylmagnesium bromide (0.5 M solution in 
THF, 1.6 mL, 0.8 mmol) at approximately -35 °C. The formed clear solution was allowed to 
warm up to -20 °C within 40 min and was partitioned between ether and water. The organic 
layer was concentrated and the residue was separated by flash chromatography (40-65% 
25 EtOAc in hexane) to give the desired product (88 mg, 66%). MS (APCI) m/z 643 (M+l)"*". 

Example 274B ' 
fl6^-245-f3-Methyl-lif-indazol-5-yn-pyridin-3-yloxy1--l-(3-trifluoromethoxy-benzyl)- 

ethyiamine 

30 The desired product was prepared as the trifluoroacetate by substituting Example 274A for 
Example 27B in Examples 27C. MS (APCI) m/z 444 (M+1)^; 'H NMR (300 MHz, CE^OD) 
5 2.62 (s, 3 H), 3.22 (dd, J=7.29, 5.26 Hz, 2 H), 4.00 (m, 1 H), 4.26 (dd/-10.51, 5.09 Hz, 1 
H), 4.43 (dd, J=10.85, 3.05 Hz, 1 H), 7.25 (d,J=8.48 Hz, 1 H), 7.30 (s, 1 H), 7.36 (d,J=7.46 
Hz, 1 H), 7.49 (t, J=7.97 Hz, 1 H), 7.62 (d, J=8.48 Hz, 1 H), 7.72 (dd/=8.82, 1.70 Hz, 1 H), 

35 8,00 (s, 1 H), 8.08 (s, 1 H), 8.40 (d,J=2.03 Hz, 1 H), 8.68 (s, 1 H). Anal. Calcd for 
C23H2,F3N402-2.6 TFA: C, 45.84; H, 3.22; N, 7.58. Found: C, 45.87; H, 3.17; N, 7.28. 
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The following compounds were prepared by substituting the appropriate Grignard reagents 
for 3-trifluoromethoxyphenylmagnesium bromide in Example 274. 



5 Example 275 

(13^-l-(3,5-Dichloro-benzvlV2-r5-(3-methyl-l.ftr-indazol-5-vn-pvridin-3-vloxv1-ethvlamine 
MS (APCI) m/z 427 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 2.63 (s, 3 H), 3.18 (dd,J=7.32, 
3.30 Hz, 2 H), 4.02 (m, 1 H), 4.32 (dd, ^10.44, 5.31 Hz, 1 H), 4.47 (dd, >10.62, 2.93 Hz, 1 
H), 7.37 (s, 1 H), 7.39 (d, J=8.06 Hz, 1 H), 7.63 (d,J=8.79 Hz, 1 H), 7.74 (d, 7=8.06 Hz, 1 
10 H), 8.10 (s, 3 H), 8.44 (s, 1 H), 8.73 (s, 1 H); Anal. Calcd for C22H20CI2N4O-3.2 TFA: C, 
43.38; H, 2.98; N, 7.18. Found: C, 43.49; H, 3.18; N, 6.92. 

Example 276 

(16^-l-(2,3-Dichloro-benzvl)-2-r5-(3-methyl-l.H-indazol-5-yl)-pyridin-3-yloxy1-ethylamine 
15 MS (APGI) m/z 427 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 2.63 (s, 3 H), 3.40 (dd,J=7.32, 
5.13 Hz, 2 H), 4.10 (m, 1 H), 4.33 (dd, ^10.62, 4.76 Hz, 1 H), 4.47 (dd, >10.99, 2.93 Hz, 1 
H), 7.30 (t,^7.69 Hz, 1 H), 7.39 (d,^7.32 Hz, 1 H), 7.52 (d, >=7.69 Hz, 1 H), 7.63 (d, 
J=8.79 Hz, 1 H), 7.74 (d, J=8.79 Hz, 1 H), 8.1 1 (s, 2 H), 8.45 (s, 1 H), 8.75 (s, 1 H); Anal. 
Calcd for C22H20CI2N4O-3.5TFA: C, 42.15; H, 2.87; N, 6.78. Found: C, 41.86; H, 3.05; N, 
20 6.60. 

Example 277 

(160-l-Biphenyl-3-ylmethyl-2-r5-(3-methyl-li/-indazol-5-yl)-pvridin-3-yloxv1-ethylamine 
MS (APCI) m/z 435 (M+l)""; 'H NMR (300 MHz, CD3OD) 5 2.61 (s, 3 H), 3.25 (d,^7.69 
25 Hz, 2 H), 4.05 (m, 1 H), 4.33 (dd, 7=10.62, 5.13 Hz, 1 H), 4.46 (d,7=10.25 Hz, 1 H), 7.36 
(m, 4 H), 7.46 (t, J=7.14 Hz, 1 H), 7.57 (m, 6 H), 8.06 (s, 2 H), 8.42 (s, 1 H), 8.69 (s, 1 H); 
Anal. Calcd for TFA: C, 51.68; H, 3.68; N, 7.01. Found: C, 51.94; H, 3.66; N, 

6.85. 

30 Example 278 

(l.S^-l-r3-Chloro-4-fluoro-benzyl)-2-r5-(3-methyl-lJj-indazol-5-yl)-pvridin-3-yloxy1- 

ethylamine 

MS (APCI) m/z 41 1 (M+1)*; 'H NMR (300 MHz, CD30D)5 2.62 (s, 3 H) 3.15 (t, J=7.12 Hz, 
2 H) 3.98 (m, 1 H) 4.28 (dd,>=10.51, 5.42 Hz, 1 H) 4.44 (dd, J=10.51, 3.05 Hz, 1 H) 7.23 (d, 

35 J=8.48 Hz, 1 H) 7.30 (m, 1 H) 7.51 (dd, 7=7.12, 2.03 Hz, 1 H) 7.62 (d, 7=8.81 Hz, 1 H) 7.72 
(dd, 7=8.48, 1.36 Hz, 1 H) 7.99 (s, 1 H) 8.08 (s, 1 H) 8.39 (s, 1 H) 8.68 (s, 1 Q; Anal. Calcd 
for C22H2oClFN40-2.7 TFA: C, 45.79; H, 3.18; N, 7.80. Found: C, 45.86; H, 3.44; N, 7.66. 
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Example 279 

fl5)-l-(4-Ghloro-3-fluoro-benzvl)-2-r5-(3-methvl-lff-indazol-5-vl')-pvridin-3-yloxvl- 

ethylamine 

5 MS (APCI) m/z 4 1 1 (M+l)"-; 'H NMR (300 MHz, CD3OD) 5 2.63 (s, 3 H), 3. 17 (t, J=6.95 
Hz, 2 H), 4.00 (m, 1 H), 4.28 (dd,J=10.51, 5.43 Hz, 1 H), 4.44 (dd,^10.51, 3.05 Hz, 1 H), 
7.17 (dd, ^8.14, 1.70 Hz, 1 H), 7.29 (dd, J^IO.OO, 1.87 Hz, 1 H), 7.49 (t, >7.97 Hz, 1 H), 
7.62 (d, ^8.82 Hz, 1 H), 7.73 (d, >7.12 Hz, 1 H), 8.01 (m, 1 H), 8.09 (s, 1 H), 8.40 (d, 
J=2.37 Hz, 1 H), 8.68 (d,>=1.70 Hz, 1 H); Anal. Calcd for C22H20CIFN4O-2.7 TFA: C, 
10 45.79; H, 3.18; N, 7.80. Found: C, 45.86; H, 3.44; N, 7.66. 

Example 280 

(l^^-2-r5-(3-Methyl-l.g-indazol-5-vl)-pvridin-3-vloxv1-l-(4-trifluoromethoxy-benzyI)- 

ethylamine 

15 MS (APCI) m/z 443 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 2.62 (s, 3 H) 3.20 (t,/=6.95 Hz, 
2 H) 3.98 (m, 1 H) 4.28 (dd,y=10.51, 5.42 Hz, 1 H) 4.43 (dd,7=10.51. 2.71 Hz, 1 H) 7.30 (d, 
J=7.80 Hz, 2 H) 7.45 (d, J=8.48 Hz, 2 H) 7.62 (d, 7=8.48 Hz, 1 H) 7.73 (d/=8.81 Hz, 1 H) 
8.00 (s, 1 H) 8.08 (s, 1 H) 8.40 (s, 1 H) 8.68 (s, 1 H). Anal. Calcd for C23H2,F3NP2-2.4 TFA: 
C, 46:63; H, 3.29; N, 7.82. Found: C, 46.57; H, 3.30; N, 7.80. 

20 

Example 281 

(16^-l-(2-Fluoro-4-trifluoromethyl-benzyl)-2-[5-(3-methyl-li7-indazoI-5-yl)-pyridin-3- 

yloxyl-ethylamine 

25 "mS (APCI) m/z 445 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 2.62 (s, 3 H), 3.3 1 (m, 2 H), 
4.04 (m, 1 H), 4.29 (dd, J=10.85, 5.09 Hz, 1 H), 4.45 (dd,J=10.85, 3.39 Hz, 1 H), 7.54 (d, 
J=8.81 Hz, 1 H), 7.55 (s, 1 H), 7.60 (dd,J=4.07, 3.39 Hz, 1 H), 7.63 (s, 1 H), 7.72 (dd, 
y=8.81, 1.70 Hz, 1 H), 7.96 (s, 1 H), 8.07 (s, 1 H), 8.39 (s, 1 H), 8.67 (s, 1 H). 

30 Example 282 

(15)-l-(3-Fluoro-5-trifluoromethyl-benzyl)-2-r5-(3-methyI-l^-indazol-5-yi)-pyridin-3- 

yloxyl-ethylamine 

MS (APCI) m/z 445 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 2.62 (s, 3 H). 3.30 (m, 2 H), 
4.06 (m, 1 H), 4.29 (dd,y=10.51, 5.09 Hz, 1 H), 4.45 (dd,J=10.85, 3.05 Hz, 1 H), 7.45 (dd, 
35 >=7.80, 5.76 Hz, 2 H), 7.55 (s, 1 H), 7.62 (d, >8.81 Hz, 1 H), 7.73 (d, >8.48 Hz, 1 H), 7.98 
(s, 1 H), 8.07 (s, 1 H), 8.42 (br s, IH), 8.73 (br s, IH). 
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Example 283 

a5^-l-(2-Methoxv-benzvlV2-r5-(3-methyI-m-indazol-5-vlVpvridin-3-vloxv1-ethvlamine 
MS (APCI) m/z 389 (M+1)^; NMR (300 MHz, CD3OD) 5 2.62 (s, 3 H), 3.16 (d,J=7A6 
Hz, 2 H), 3.85 (s, 3 H), 3.99 (m, IH), 4.23 (dd, J=10.51, 5.76 Hz, 1 H), 4.39 (dd, 7=10.85, 
5 3.39 Hz, 1 H), 6.94 (t, J=7.46 Hz, 1 H), 7.03 (d, J=8.14 Hz, 1 H), 7.23 (d, J=7.46 Hz, 1 H), 
7.32 (dd, ^8.14, 7.46 Hz, 1 H), 7.62 (d, >8.48 Hz, 1 H), 7.71 (d, >8.82 Hz, 1 H), 7.91 (d, 
J=2.03 Hz, 1 H), 8.06 (s, 1 H), 8.34 (d, >2.71 Hz, 1 H), 8.65 (s, 1 H). 

10 Example 284 

f3-((2.S)-2-Amino-3-r5-(3-methvl-li/-indazol-5-yn-pvridin-3-vloxv1-propvn-phenvl)- 

dimethyl-amine 

MS (DCI/NH3) m/e 402 (M+l)*; 'H NMR (300 MHz, CD,OD) 5 = 8.73 (s; IH), 8.43 (s; IH), 
8.10 (m; 2H), 7.74 (d; IH; J=7.5 Hz), 7.63 (d; IH; J=7.5 Hz), 7.38(t; IH; J=7.5Hz), 7.09 (s; 
15 IH), 7.08 (d; IH; J=7.5 Hz), 7.04 (d; IH; J=7.5 Hz), 4.45 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.31 
(dd; IH; J=10.8Hz; J=6.0Hz), 4.00 (m; IH), 3.17 (m; 2H), 3.05 (s; 6H), 2.64 (s; 3H). 



Example 285 

20 fl^^-l-(4-Chloro-2-methvl-benzyl)-2-r5-(3-methyl-l/y-indazol-5-vn-Pvridin-3-yloxy1- 

ethylamine 

MS (DCI/NH3) m/e 407 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 = 8.71 (s; IH), 8.41 (s; IH), 
8.10 (s; IH), 8.04 (s; IH), 7.73 (d; IH; J=8.1 Hz), 7.62 (d; IH; J=8.1 Hz), 7.28 (s; IH), 7.22 
(m; 2H), 4.40 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.26 (dd; IH; J=10.8Hz; J=4.5Hz), 3.94 (m; IH), 
25 3.17 (m; 2H), 2.62 (s; 3H), 2.39 (s; 3H). 

Example 286 

(l.S^-l-(3-Iodo-benzyl)-2-r5-(3-methyl-l//-indazol-5-vl)-pyridin-3-yloxy1-ethylamine 
30 MS (DCI/NH3) m/e 485 (M+1)*; 'H NMR (300 MHz, CD^OD) 5 = 8.65 (s; IH), 8.36 (s; IH), 
8.07 (s; IH), 7.92 (s; IH), 7.75 (s; IH), 7.72 (d; IH; J=8.1 Hz), 7.68 (d; IH; J=7.8 Hz), 7.62 
(d; IH; J=8.1 Hz), 7.35 (d; IH; J=7.8 Hz), 7.16 (d; IH; J=7.8 Hz), 4.40 (dd; IH; J=10.8 Hz; 
J=3.0Hz), 4.24 (dd; IH; J=10.8Hz; J=4.5Hz), 3.96 (m; IH), 3.12 (m; 2H), 2.62 (s; 3H). 

35 

Example 287 
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(15^-fl.S^-l-(3-Fluoro-4-me1hvl-benzvn-2-r5-(3-methvI-ljj"-indazol-5-vlVpvridin-3-^^^ 

ethylamine 

MS (DCI/NH3) m/e 391 (M+1)^; 'HNMR (300 MHz, CD3OD) 5 = 8.73 (s; IH), 8.42 (s; IH), 
8.12 (s; IH), 8.10 (s; IH), 7.74 (d; IH; J=8.1 Hz), 7.63 (d; IH; J=8.1 Hz), 7.24 (t; IH; J=8.4 
Hz), 7.05 (m; 2H), 4.44 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; J=l 0.8Hz; J=4.5Hz), 
3.97 (m; IH), 3.13 (m; 2H), 2.62 (s; 3H), 2.23 (s; 3H). 



Example 288 

10 fl5^-l-(3-Fluoro-4-methoxv-benzvl)-2-r5-(3-methvl-liy-indazol-5-vn-pvridin-3-yloxv1- 

ethylamine 

MS (DCI/NH3) m/e 407 (M+1)^; 'H NMR (300 MHz, CDt,OD) S = 8.73 (s; IH), 8.42 (s; IH), 
8.12 (s; IH), 8.10 (s; IH), 7.74 (d; IH; J=8.1 Hz), 7.63 (d; IH; J=8.1 Hz), 7.24 (t; IH; J=8.4 
Hz), 7.05 (m; 2H), 4.44 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; J=10.8Hz; J=4.5Hz), 
15 3.97 (m; IH), 3.13 (m; 2H), 2.62 (s; 3H), 2.23 (s; 3H). 



Example 289 

fl5^-2-r6-Chloro-5-f3-methvl-lif-indazol-5-vlVpvridln-3-vloxv1-l-f3.4-dichloro-benzvl)- 

20 ethylamine 

MS (DCI/NH3) m/e 462 (M+1)^; 'H NMR (300 MHz, CD3OD) 6 = 8.16 (s; IH), 7.78 (s; IH), 

7.54 (m; 4H), 7.48 (d; IH; J=?8.1 Hz), 7.25 (d; IH; J=8.1 Hz), 4.32 (dd; IH; J=10.8 Hz; 
J=3.0Hz), 4.15 (dd; IH; J=10.8Hz; J=4.5Hz), 3.93 (m; IH), 3.12 (m; 2H), 2.58 (s; 3H). 

25 

Example 290 

(151-l-(2-Fluoro-6-trifluoromethyl-benzyl)-2-r5-(3-methvl-l/3r-indazol-5-vl)-Pvridin-3- 

yloxyl-ethylamine 

MS (DCI/NH3) m/e 445 (M+1)^; 'H NMR (300 MHz, CD3OD) 5 = 8.69 (s; IH), 8.36 (s; IH), 
30 8.08 (s; IH), 7.96 (s; IH), 7.73 (d; IH; J=8.1 Hz), 7.63 (m; 3H), 7.50 (t; IH; J=9.0 Hz), 4.44 
(dd; IH; J=10.8 Hz; J=3.0Hz), 4.32 (dd; IH; J=10.8Hz; J=4.5Hz), 4.08 (m; IH), 3.48 (m;lH), 
3.35 (m; IH), 2.62 (s; 3H). 



35 Example 291 

(15)-l-(4-Fluoro-3-trifluoromethyl-benzyl)-2-r5-(3-methvl-lif-indazol-5-vlVpvridin-3- 

yloxyl-ethylamine 
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MS (DCI/NH3) m/e 445 (M+l)*; 'H NMR (300 MHz, CD3OD) 5 = 8.70 (s; IH), 8.41 (s; IH), 
8.09 (s; IH), 8.04 (s; IH), 7.74 (d; IH; J=8.1 Hz), 7.68 (m;lH), 7.62 (d; IH; J=8.1 Hz), 7.36 
(t; IH; J=9.0 Hz), 4.44 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; J=10.8Hz; J=4.5Hz), 4.02 
(m; IH), 3.23 (m;2H), 2.62 (s; 3H). 

5 

Example 292 

fl5)-l-Furan-2-vlme1jiyl-2-r5-(3-methvl-l/f-indazol-5-vl)-pvridin-3-vtoxy1-et^^ 
MS (DCI/NH3) m/e 349 (M+1)*; 'H NMR (300 MHz, CD,OD) 6 = 8.68 (s; IH), 8.39 (s; IH), 
10 8.09 (m; IH), 8.00 (s; IH), 7.73 (d; IH; J=9.0 Hz), 7.62 (d; IH; J=9.0 Hz), 7.50 (s; IH), 6.42 
(m; IH), 6.33 (m;, IH), 4.49 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.31 (dd; IH; J=10.8Hz;. J=4.5Hz), 
4.02 (m; IH), 3.24 (m; 2H), 2.62 (s; 3H). 

15 iBxample 293 

a.S^-l-Benzofuran-2-vlmethvl-245-(3-methvl-l/f-indazol-5-vl)-PVridin-3-vloxv1-ethvlamlne 
MS (DCI/NH3) m/e 398.(M+1)*; 'H NMR (300 MHz, CD,OD) 5 = 8.72 (s; IH), 8.42 (s; IH), 
8.09 (m; 2H), 7.72 (d; IH; J=9.0 Hz), 7.62 (d; IH; J=9.0 Hz), 7.55 (d; IH; J=8.4 Hz), 7.45 
(d;lH; J=8.4 Hz), 7.44 (m; 2H), 6.78 (s; IH), 4.58 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.44 (dd; 

20 IH; J=10.8Hz; J=4.5Hz), 4.18 (m; IH), 3.41 (m;2H), 2.62 (s; 3H). 



Example 294 

a5^-l-(3-Fluoro-4-trifluoromethvl-benzvn-2-f5-(3-methvl-l/f-indazoI-5-vl)-Pvridin-3- 

25 yloxvl-ethylamine 

MS (DCI/NH3) m/e 445 (M+1)*; 'H NMR (300 MHz, CD,OD) 5 = 8.74 (s; IH), 8.44 (s; IH), 
8.13 (m; 2H), 7.75 (d; IH; J=8.1 Hz), 7.70 (t; IH; J=8.4 Hz), 7.43 (d; IH; J=8.4 Hz), 7.40 (d; 
IH; J=12.0 Hz), 7.38 (d; IH; J=8.1 Hz), 4.48 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.32 (dd; IH; 
J=10.8Hz; J=4.5Hz), 4.08 (m; IH), 3.28 (m; 2H), 2.62 (s;3H). 

30 

Example 295 

n^-l-(4-Chloro-3-methvl-benzvl)-2-f5-(3-methyl-liJ-indazol-5-yl)-pyridm-3-yloxy1- 

ethvlamine 

35 MS (DCI/NH3) m/e 407 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 = 8.71 (s; IH), 8.41 (s; IH), 
8.10 (s; IH), 8.05 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.36 (d; IH; J=8.4 
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Hz), 7.27 (s; IH), 7.15 (d; IH; J=8.4 Hz), 4.44 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; 
J=10.8Hz; J=4.5Hz), 3.96 (m; IH), 3.11 (m;2H), 2.62 (s; 3H), 2.34 (s; 3H). 



5 Example 296 

(15)-l-Furan-3-ylmethyl-245-(3-methyl-l/f-indazol-5-ylVpvridin-3-yloxv1-ethvlamine 
MS (DCI/NH3) m/e 349 (M+1)*; ^H NMR (300 MHz, CDbOD) 8 = 8.73 (s; IH), 8.43 (s; IH), 
8.12 (m; 2H). 7.74 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.53 (m; 2H), 6.47 (m; IH), 
4.49 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.33 (dd; IH; J=10.8Hz; J=4.5Hz), 3.91 (m; IH), 3.00 

10 (m;2H),.2.62 (s; 3H). 



Example 297 

(l5)-l-(2-Fluoro-5-methvl-benzyl)-2-r5-(3-methyI-liy-indazol-5-yl)-pyridinr3-yloxy1- 
15 ethylamine 

MS (DCI/NH3) m/e 391 (M+1)*; 'H NMR (300 MHz, CDjOD) 5 = 8.65 (s; IH), 8.36 (s; IH), 

8.05 (s; IH), 7.90 (s; IH), 7.70 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 Hz), 7.09 (s; IH), 7.27 
(d; IH; J=8.1Hz) 7.18 (t; IH; J=8.1 Hz), 4.39 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.25 (dd; IH; 
• J=10.8Hz; J=4.5Hz), 4.04 (m; IH), 3.28 (m;2H), 2.62 (s;3H), 2.30 (s;3H). 
20 

Example 298 

(l.S)-l-(3-Chloro-5-fluoro-benzyl)-2-r5-(3-methyl-l//-indazol-5-yl)-pyridin-3-yloxy1- 

ethylamine 

25 MS (DCI/NH3) m/e 41 1 (M+l)''; 'H NMR (300 MHz, CD^OD) 5 = 8.71 (s; IH), 8.41 (s; IH), 
8.10 (s; IH), 8.06 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.26 (s; IH), 7.18 
(d; IH; J=8.4 Hz), 7.12 (d; IH; J=8.4 Hz), 4.46 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.30 (dd; IH; 
J=10.8Hz; J=4.5Hz), 4.02 (m; IH), 3.18 (m; 2H), 2.62 (s; 3H). 

30 

Example 299 

(liS^-2-r5-(3-Methyl-li/-mda2ol-5-yt)-pvridin-3-yloxy1-I-(3,4,5-trifluoro-benzvn-ethvlamine 
MS (DCI/NH3) m/e 413 (M+1)*; 'H NMR (300 MHz, CD^OD) 5 = 8.73 (s; IH), 8.44 (s; IH), 

8.10 (m; 2H), 7.74 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.17 (t; 2H; J=9.0 Hz), 4.47 (dd; 
35 IH; J=10.8 Hz; J=3.0Hz), 4.32 (dd; IH; J=10.8Hz; J=4.5Hz), 4.00 (m; IH), 3.15 (m;2H), 2.62 
(s; 3H). 
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Example 300 

(IS)- 1 -(4-Fluoro-3-methvl-benzvl)-2-r5-(3-methvl- lif-indazol-S-vD-pyridin-B -y loxyl- 

ethylamine 

5 MS (DCI/NH3) m/e 391 (M+1)*; 'H NMR (300 MHz, CD^OD) 5 = 8.73 (s; IH), 8.42 (s; IH), 
8.12 (s; IH), 8.08 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 Hz), 7.18 (m; 2H), 7.03 
(t; IH; J=9.0 Hz), 4.44 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; J=10.8Hz; J=4.5Hz), 3.94 
(m; IH), 3. 10 (m; 2H), 2.62 (s; 3H), 2.24 (s; 3H). 

10 

Example 301 

(liS^-l-(2,4-Dichloro-benzvl)-2-r5-(3-methyl-l.H'-indazol-5-yl)-pyridin-3-yloxy1-ethylamine 
•MS (DCI/NH3) m/e 428 (M+1)*; 'HNMR (300 MHz, CD3OD) 5 = 8.69 (s; IH), 8.40 (s; IH), 

8.10 (s; IH), 8.00 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 Hz), 7.56 (s; IH), 7.41 
15 (d; IH; J=8.1 Hz), 7.36 (d; IH; J=8.1), 4.43 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; 
J=10.8Hz; J=4.5Hz), 4.05 (m; IH), 3.31 (m; 2H), 2.62 (s; 3H). 

Example 302 

20 (l.S^-l-(4-Chloro-3-trifluoromethvI-benzvi)-2-r5-(3-methyi-l/if-indazol-5-vl)-pyridin-3- 

yloxyl-ethylamlne 

MS (DCI/NH3) m/e 461 (M+1)*; 'H NMR (300 MHz, CD3OD) 8 = 8.69 (s; IH), 8.39 (s; IH), 
8.08 (s; IH), 8.00 (s; IH), 7.79 (s; IH), 7.72 (d; IH; J=8.4 Hz), 7.62 (m; 3H), 4.44 (dd; IH; 
J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; J=10.8Hz; J=4.5Hz), 4.02 (m; IH), 3.26 (m; 2H), 2.62 (s; 
25 3H). 




A-766820.6 
Example 303 

30 (l.S)-2-r5-(3-Methyl-ljj-lndazol-5-yl)-pyridin-3-yloxy1-l-(2-trifluoromethoxv-benzyl)- 

ethylamine 

MS (DCI/NH3) m/e 443 (M+l)""; 'H NMR (300 MHz, CD^OD) 5 = 8.70 (s; IH), 8.39, (s; IH), 
8.09 (s; IH), 8.01 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.42 (m; 4H), 4.40 
(dd; IH; J=10.8 Hz; J=3.0Hz), 4.24 (dd; IH; J=10.8Hz; J=4.5Hz), 4.00 (m; IH), 3.28 (m;2H), 
35 . 2.62 (s; 3H). 
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Example 304 

fl^-l-(2.5-Dimethoxv-benzvlV2-r5-(3-methvl-l//-indazol-5-vn-pvridin-3-yloxv1- • 
5 ethylamine 

MS (DCI/NH3) m/e 419 (M+l)*; 'H NMR (300 MHz, CD5OD) 5 = 8.71 (s; IH), 8.40 (s; IH), 

8.10 (s; IH), 8.04 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 6.95 (d; IH; J=9.0 
Hz), 6.85 (m; 2H), 4.43 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.27 (dd; IH; J=10.8Hz; J=4.5Hz), 
4.00 (m; IH), 3.80 (s; 3H), 3.69 (s; 3H), 3.13 (m; 2H), 2.62 (s; 3H). 

10 

Example 305 

(l6)-2-r5-(3-Methyl-l/f-indazol-5-yl)-pyridin-3-vlQxy1-l-(4-methylsulfanyl-benzvl)- 

ethylamine 

MS (DCI/NH3) m/e 405 (M+l)"^; "H NMR (300 MHz, CD^OD) 5 = 8.73 (s; IH), 8.62 (s; IH), 
15 8.12 (s; IH), 8.08 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.28 (s; 4H), 4.44 
(dd; IH; J=10.8 Hz; J=3.0Hz), 4.29 (dd; IH; J=10.8Hz; J=4.5Hz), 3.95 (m; IH), 3.12 (m; 2H), 
2.62 (s; 3H), 2.44 (s; 3H). 

20 Example 306 

(1S)-1 -(2-Cyclohexyl-benzyl)-2-r5-(3-methyl- 1 /f-indazol-S -yl)-pyridin-3 -y loxyl-ethyiamine 
MS (DCI/NH3) m/e 441 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 = 8.70 (s; IH), 8.40 (s; IH), 

8.07 (s; IH), 8.01 (s; IH), 7.71 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 Hz), 7.34 (d; IH; J=7.8 
Hz), 7.25 (m; 2H), 7.16 (t; IH; J=7.8 Hz), 4.37 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.23 (dd; IH; 
25 J=10.8Hz; J=4.5Hz), 3.38 (m; IH), 3.27 (m;2H), 2.77 (m; IH), 2.62 (s; 3H), 1.85 (m; IH), 
1 .74 (m; 4H), 1 .48 (m; SB), 1 .29 (m, 2H). 



Example 307 

30 (liS)-l-(2,5-Dichloro-benzyl)-2-r5-(3-methyl-lii/-indazol-5-yl)-pyridin-3-yloxy]-ethylamine 
MS (DCI/NH3) m/e 428 (M+l)""; 'H NMR (300 MHz, CD^OD) 5 = 8.71 (s; IH), 8.41 (s; IH), 

8.10 (s; IH), 8.04 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.48 (m; 2H), 7.36 
(d; IH; J=8.4 Hz), 4.44 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; J=10.8Hz; J=4.5Hz), 
4.07 (m; IH), 3.36 (m; 2H), 2.62 (s; 3H). 



Example 308 
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ri5^-l-(2.5-Dimethvl-benzvlV245-(3-methvl-m-inda2ol-5-vlVDvridin-3-vloxy1-ethvlamine 
MS (DCI/NH3) m/e 387 (M+l)*; NMR (300 MHz, CD3OD) 5 = 8.74 (s; IH), 8.2 (s; IH), 
8.11 (s; IH), 8.08 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.11 (d; IH; J=8.1 
Hz), 7.03 (m; 2H), 4.41 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 (dd; IH; J=10.8Hz; J=4.5Hz), 
5 3.94 (m; IH), 3.14 (m; 2H), 2.62 (s; 3H), 2.34 (s; 3H), 2.23 (s; 3H). 



Example 309 

n6^-l-(2J-Dimethvl-benzvn-2-r5-(3-methvl-lig-indazol-5-vl)-Pvridin-3-vioxv1-ethvlamine 
10 MS (DCI/NH3) m/e 387 (M+1)^; 'H NMR (300 MHz, CD^OD) 5 = 8.65 (s; IH), 8.35 (s; IH), 
8.05 (s; IH), 7.90 (s; IH), 7.70 (d; IH; J=8.4 Hz), 7.60 (d; IH; J=8.4 Hz), 7.07 (m; 3H), 4.35 
(dd; IH; J=10.8 Hz; J=3.0Hz), 4.22 (dd; IH; J=10.8Hz; J=4.5Hz), 3.88 (m; IH), 3.21 (m;2H), 
2.62 (s; 3H), 2.31 (s; 3H), 2.28 (s; 3H). 

15 

Example 310 

fl6^-l-(3,4-Dichloro-benzvl)-245-(3-methvl-li7-indazol-5-vl)-pvridin-3-vloxvl-ethvlamine 
MS (DCI/NH3) m/e 428 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 = 8.68 (s; IH), 8.39 (s; IH), 
8.08 (s; IH), 7.98 (s; IH), 7.72 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 Hz), 7.56 (s; IH), 7.54 
20 (d; IH; J=8.4 Hz), 7.28 (d; IH; J=8.4 Hz), 4.43 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.27 (dd; IH; 
J=10.8Hz; J=4.5Hz), 3.99 (m; IH), 3.16 (m; 2H), 2.62 (s; 3H). 

Example 311 

25 fl6^-l-(2,4-Dimethvl-benzvn-2-r5-(3-methvl-lJy-indazol-5-vn-pvridin-3-vloxv1-ethvlamine 
MS (DCI/NH3) m/e 387 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 = 8.68 (s; IH), 8.37 (s; IH), 
8.08 (s; IH), 7.96 (s; IH), 7.71 (d; IH; J=8.4 Hz), 7.61 (d; IH; J=8.4 Hz), 7.10 (d; IH; J=7.5 
Hz), 7.06 (s; IH), 6.98 (d; IH; J=7.5 Hz), 4.37 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.24 (dd; IH; 
J=10.8Hz; J=4.5Hz), 3.90 (m; IH), 3.14 (m;2H), 2.62 (s; 3H), 2.35 (s; 3H), 2.26 (s; 3H). 

30 ' 

Example 312 

(l.S^-l-(3-FIuoro-4-trifluoromethvl-benzvl)-2-r5-(3-methvl-l//-indazoi-5-vn-Pvridin-3- 

yloxyl-ethylamine 

35 . MS (DCI/NH3) m/e 445 (M+1)"; 'H NMR (300 MHz, CD3OD) 5 = 8.68 (s; IH), 8.39 (s; IH), 
8.08 (s; IH), 7.98 (s; IH), 7.72 (d; IH; J=8.4 Hz), 7.70 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 
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Hz), 7.39 (d; IH; J=12.0 Hz), 7.35 (d; IH; J=8.4 Hz), 4.44 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.28 
(dd; IH; J=10.8Hz; J=4.5Hz). 4.05 (m; IH), 3.28 (m;2H), 2.62 (s; 3H). 



5 Example 313 

fl,S^-l-(3.5-Dimethvl-benzvlV245-(3-methvl-lff-indazol-5-vl)-pvridin-3-vlox vl-et^^^ 
MS (DCI/NH3) m/e 387 (M+l)+; 'H NMR (300 MHz, CD3OD) 5 = 8.68 (s; IH), 838 (s; IH), 
8.08 (s; IH), 7.97 (s; IH), 7.71 (d; IH; J=8.4 Hz), 6.94 (m; 3H), 4.41 (dd; IH; J=10.8 Hz; 
J=3.0Hz), 4.25 (dd; IH; J=10.8Hz; J=4.5Hz), 3.92 (m; IH), 3.07 (m; 2H), 2.62 (s; 3H), 2.26 

10 (s;6H). 

Example 314 

fl.S^-l-Biphenvl-2-vlmethvl-2-r5-f3-methvl-l//'-indazol-5-vl')-Pvridin-3-vloxyl-ethvlamine 
15 MS (DCI/NH3) m/e 435 (M+1)*; 'H NMR (300 MHz, CD5OD) 5 = 8.64 (s; IH), 8.1 1 (s; IH), 
8.05 (s; IH), 7.70 (d; IH; J=8.4 Hz), 7.68 (s; IH), 7.63 (d; IH; J=8.4 Hz), 7.34 (m; 9H), 4.12 
(dd; IH; J=10.8 Hz; J=3.0Hz), 3.89 (dd; IH; J=10.8Hz; J=4.5Hz), 3.64 (m; IH), 3.39 (dd; IH; 
J=14.4 Hz; J=9.3 Hz), 3.16 (dd; IH; J=14.4 Hz, J=4.5 Hz), 2.62 (s; 3H). 

20 

Example 315 

a5^-l-(3.4-Dimethvl-benzvl)-2-r5-(3-methvl-ljj'-indazol-5-vlVpvridin-3-vloxv1-ethvlamine 
MS (DCI/NH3) m/e 387 (M+1)^; 'HNMR (300 MHz, CD5OD) 5 = 8.69 (s; IH), 838 (s; IH), . 
8.08 (s; IH), 7.99 (s; IH), 7.72 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 Hz), 7.08 (m; 3H), 4.41 
25 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.26 (dd; IH; J=10.8Hz; J=4.5Hz), 3.91 (m; IH), 3.08 (m; 2H), 
2.62 (s; 3H), 2.29 (s; 3H), 2.23 (s; 3H). 

Example 316 

30 fl5)-l-(2.3-Difluoro-benzvn-2-r5-(3-methvl-l/j-indazol-5-vl)-pvridin-3-vlox vl-ethvIamine 
MS (DCI/NH3) m/e 395 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 = 8.74(s; IH), 8.44 (s; IH), 
8.12 (s; 2H), 7.74 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 Hz), 7.19 (m; 3H), 4.48 (dd; IH; 
J=10.8 Hz; J=3.0Hz), 4.32 (dd; IH; J=10.8Hz; J=4.5Hz), 4.03 (m"; IH), 3.30 (m; 2H), 2.62 (s; 
3H). 

35 

Example 317 
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fl.S^-l-(2,5-Dtfluoro-benzyl)-2-r5-(3-methvl-l/f-indazol-5-vl)-pvridin-3-yloxy1-ethylamine 
MS (DCI/NH3) m/e 395 (M+1)^; 'H NMR (300 MHz, CD3OD) 5 = 8.77 (s; IH), 8.46 (s; IH), 
8.18 (s; IH), 8.13 (s; IH), 7.75 (d; IH; J=8.4 Hz), 7.63 (d; IH; J=8.4 Hz), 7.17 (m; 3H), 4.49 
(dd; IH; J=10.8 Hz; J=3.0Hz), 4.33 (dd; IH; J=10.8Hz; J=4.5Hz), 4.02 (m; IH), 3.12 (m;2H), 
5 2.62 (s; 3H). 

Example 318 

(l.S^-l-(2,6-Dichloro-benzyl)-2-r5-(3-methyl-ljy-indazoI-5-yl)-pvridin-3-yloxy1-ethylamin 
MS (DCI/NH3) m/e 428 (M+1)^; 'H NMR (300 MHz, CD^OD) 5 = 8.64 (s; IH), 8.33 (s; IH), 
10 8.05 (s; IH), 7.88 (s; IH), 7.70 (d; IH; J=8.4 Hz), 7.61 (d; IH; J=8.4 Hz), 7.48 (d; 2H; J=7.2 
Hz), 7.33 (t; IH; J=7.2 Hz), 4.40 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.29 (dd; IH; J=10.8Hz; 
J=4.5Hz), 4.10 (m; IH), 3.67 (dd; IH; J=15.0 Hz; J=9.6 Hz), 3.43 (dd; IH; J=15.0 Hz; J=5.4 
Hz), 2.62 (s; 3H). 

15 

Example 319 

(l.Sl-l-(2.4-Difluoro-benzyl)-2-r5-(3-methyl-lJy-indaz:ol-5-yl)-pyridin-3-yioxy1-ethylamine 
MS (DCI/NH3) m/e 395 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 = 8.67 (s; IH), 8.37 (s; IH), 
8.08 (s; IH), 7.94 (s; IH), 7.71 (d; IH; J=8.4 Hz), 7.61 (d; IH; J=8.4 Hz), 7.40(m; IH), 7.01 
20 (m; 2H), 4.43 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.27 (dd; IH; J=10.8Hz; J=4.5Hz), 3.96 (m; IH), 
3.10 (m;2H), 2.62 (s; 3H). 



Example 320 

25 (1 iS^- 1 -(2,6-Dimethyl-benzyl)-2-r5-(3-methyl- l.g-indazol-5-yi)-pyridin-3-vIoxy1-ethylamiiie 
MS (DCI/NH3) m/e 387 (M+1)*; 'H NMR (300 MHz, CD^OD) 5 = 8.62 (s; IH), 8.32 (s; IH), 
8.03 (s; IH), 7.83 (s; IH), 7.69 (d; IH; J=8.4 Hz), 7.60 (d; IH; J=8.4 Hz), 7.70 (m; 3H), 4.29 
(dd; IH; J=10.8 Hz; J=3.0Hz), 4.16 (dd; IH; J=10.8Hz; J=4.5Hz), 3.92 (m; IH), 3.37 (dd;lH; 
J-15.0 Hz; J=10.5 Hz), 3.15 (dd; IH; J=15.0 Hz; J=5.4 Hz), 2.62 (s; 3H), 2.38 (s; 6H). 

30 . 

Example 32 1 

(15^-l-(2,3-Dihydro-benzori,41dioxin-6-ylmethyl)-2-r5-(3-methyl-lif-indazol-5-yI)-pyridin- 

3-yioxy1-ethylamine 

35 MS (DCI/NH3) m/e 417 (M+l)""; NMR (300 MHz, CD^OD) 5 = 8.64 (s; IH), 8.36 (s; IH), 
8.07 (s; IH), 7.91 (s; IH), 7.71 (d; IH; J=8.4 Hz), 7.61 (d; IH; J=8.4 Hz), 6.80(m; 3H), 4.40 
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(dd; IH; J=10.8 Hz; J=3.0Hz), 4.23 (dd; IH; J=10.8Hz; J=4.5Hz), 4.20 (s; 4H), 3.88 (m; IH), 
3.03 (m; 2H), 2.62 (s; 3H). 



5 Example 322 

fl.S^-l-(3.5-Difluoro-benzvn-2-r5-f3-methvl-lij"-indazol-5-vlVpvridin-3-vloxv1-ethvIamine 
MS (DCI/NH3) m/e 395 (M+1)*; 'H NMR (300 MHz, CD,OD) 5 = 8.67 (s; IH), 8.39 (s; IH), 
8.08 (s; IH), 7.98 (s; IH), 7.73 (d; IH; J=8.4 Hz), 7.61 (d; IH; J=8.4 Hz), 6.97(m; 3H), 4.44 
(dd; IH; J=10.8 Hz; J=3.0Hz), 4.29 (dd; IH; J=10.8Hz; J=4.5Hz), 4.01 (m; IH), 3.19 (m; 2H), 

10 2.62 (s; 3H). 



Example 323 

-g.e-Di fluoro-benzvl)-2-r5-(3-methvl- l/f-indazo[-5-vn-Pvridin-3 -y loxvl-ethylamine 
15 MS (DCI/NH3) m/e 395 (M+1)*; 'H NMR (300 MHz, CD^OD) 5 = 8.41 (s; IH), 8.3 1 (s; IH), 
8.04 (s; IH), 7.84 (s; IH), 7-70 (d; IH; J=8.4 Hz), 7.60 (d; IH; J=8.4 Hz), 7.40(m; IH), 7.06 
(m; 2H), 4.42 (dd; IH; J=10.8 Hz; J=3.0Hz), 4.24 (dd; IH; J=10.8Hz; J=4.5Hz), 3.97 (m; IH), 
3.31 (m;2H), 2.62 (s;3H). 




Example 324 

(15^-1 -Benzof 1 .31dioxol-5-vlmethvl-2-r5-(3-methyl- l/f-indazol-5-vl)-pvridin-3-yloxy1- 

ethylamine 

MS (APCI) m/z 404 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.63 (s, 3H), 3.08 (dd, 
25 7=7.64, 2.65 Hz, 2H), 3.92 (m, IH), 4.32 (dd,J=10.45, 5.77 Hz, IH), 4.46 (dd, J=10.61, 2.81 
Hz, IH), 5.92 (d, J=1.87 Hz, 2H), 6.80 (d, J=1.87 Hz, 2H), 6.85 (s, IH), 7.64 (d, J=8.73 Hz, 
IH), 7.74 (dd, 7=8.73, 1.56 Hz, IH), 8.12 (s, IH), 8.14 (d,J=1.87 Hz, IH), 8.45 (d, 7=1.87 Hz, 
IH), 8.74 (s, IH); Anal. Calcd for C^fi^l>^fi,: C, 48.46; H, 3.55; N, 8.02. Found: C, 48.59; H, 
3.65; N, 8.13. 

30 

Example 325 
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(15)-l-(4-Fluoro-3-methyl-ben2yl)-2-r5-(3-methyl-ljj'-indazol-5-yl)-pyridin-3-yloxy1- 

ethylamine 

MS (APCI) m/z 392 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.24 (s, 3H), 2.63 (s, 3H), 
3.1 1 (dd, y=7.64, 3.90 Hz, 2H), 3.94 (m, IH), 4.29 (dd, 7=10.61, 5.62 Hz, IH), 4.44 (dd, 
5 ^10.61, 2.81 Hz, IH), 7.03 (m, IH), 7.16 (m, IH), 7.21 (d,J=7.18 Hz, IH), 7.63 (d, J=8.73 
Hz, IH), 7.74 (d,y=1.87 Hz, IH), 8.06 (s, IH), 8.10 (s, IH), 8.42 (s, IH), 8.71 (s, IH); Anal. 
Calcd for C23H23FN4O: C, 50.79; H, 3.91; N, 8.58. Found: C, 51.10; H, 4.02; N, 8.43. 

Example 326 

10 n.S^-2-r5-(3-MethyI- l.tf-indazol-5-y l)-pyridin-3-ylc>xy1- 1 -(2,4,6-trimethyl-benzyl)- 

ethylamine 

MS (APCI) m/z 402 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.21 (s, 3H), 2.34 (s, 6H), 
2.62 (s, 3H), 3.14 (dd, J=14.19, 5.46 Hz, 2H), 3.92 (m, J=8.73, 4.99 Hz, IH), 4.26 (dd, 
7=10.45, 4.84 Hz, IH), 4.36 (m, IH), 6.89 (s, 2H), 7.63 (d, J=8.74 Hz, IH), 7.72 (dd, J=8.73, 
15 1.56 Hz, IH), 8.1 1 (s, 2H), 8.42 (s, IH), 8.75 (s, IH); Anal. Calcd for C^p^gNp: C, 52.56; H, 
4.48; N, 8.17. Found: C, 52.49; H, 4.41; N, 8.06. 

Example 327 

(l.S)-l-(2.4-Dimethoxy-benzvl)-2-r5-(3-methyl-l.//-indazol-5-yl)-pyridin-3-yloxy1- 

20 ethylamine 

MS (APCI) m/z 419 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.63 (s, 3H), 3.08 (dd, 
7=7.33, 2.96 Hz, 2H), 3.77 (s, 3H), 3.83 (s, 3H), 3.94 (m, IH), 4.26 (dd/=10.45, 5.77 Hz, 
IH), 4.41 (dd, 7=10.61, 3.12 Hz, IH), 6.50 (dd, >=8.27, 2.34 Hz, IH), 6.59 (d, 7=2.50 Hz, 
IH), 7.12 (d, 7=8.42 Hz,. IH), 7.63 (d, >=8.73 Hz, IH), 7.72 (m, IH), 8.00 (s, IH), 8.09 (s, 

25 IH), 8.40 (s, IH), 8.71 (s, IH). 

Example 328 

(r5^-2-r5-(3-Methyl-li/-indazol-5-yn-pvridin-3-yIoxy1-l-(4-trifluoromethyl-benzyl)- 

ethylamine 

30 MS (APCI) m/z 428 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.63 (s, 3H), 3.28 (m, 2H), 
4.05 (m, IH), 4.32 (dd, ^10.61, 5.30 Hz, IH), 4.47 (dd,7=10.61, 2.81 Hz, IH), 7.56 (d, 
7=7.80 Hz, 2H), 7.63 (d, 7=8.74 Hz, IH), 7.69 (d, 7=8.1 1 Hz, 2H), 7.74 (dd, 7=8.74, 1.56 Hz, 
IH), 8.12 (d, 7=6.55 Hz, -IH), 8.45 (br s, IH), 8.74 (br s, IH); Anal. Calcd for C^flaiFjNp: C, 
46.45; H, 3.25; N, 7.63. Found: C, 46.55; H, 3.30; N, 7.64. 

35 

Example 329 
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(liS^-l-(5-Fluoro-2-methvl-benzvl)-2-r5-(3-methyl-lff-indazol-5-yl)-pvridin-3-vloxy1- 

ethylamine 

MS (APCI) m/z 391 (M+1)^; 'H NMR (500 MHz, CD3OD) 5 ppm 2.36 (s, 3H), 2.62 (s, 3H), 
3.16 (dd, J=14.19, 6.71 Hz, IH), 3.23 (m, IH), 3.97 (m, IH), 4.29 (dd/=10.45, 4.84 Hz, IH), 
5 4.42 (dd, J=10.61, 3.12 Hz, IH), 6.95 (td, J=8.42, 2.81 Hz, IH), 7.04 (dd^=9.67, 2.81 Hz, 
IH), 7.25 (dd, J=8.42, 5.93 Hz, 1H),7.63 (d, ^8.74 Hz, IH), 7.73 (dd, J=8.73, 1.56 Hz, IH), 
8.05 (s, IH), 8.09 (s, IH), 8.42 (s, IH), 8.71 (s, IH); Anal. Calcd for CjjHjjFlSfO: C, 49.31; H, 
3.76; N, 8.16. Found: C, 49.28; H, 3.61; N, 8.10. 

10 Example 330 

ri.S^-l-(3.5-Bis-trifluoromethyl-benzyl)-245-(3-methyl-li^-indazol-5-vl)-pvridm-3-yloxy1- 

ethylamine 

MS (APCI) m/z 495 (M+1)^; 'HNMR (500 MHz, CD3OD) 5 ppm 2.62 (s, 3H), 3.35 (m, IH), 
3.42 (m, IH), 4.12 (m, IH), 4.31 (dd,J=10.61, 5.30 Hz, IH), 4.49 (dd, J=10.61, 3.12 Hz, IH), 
15 7.63 (d, ^8.73 Hz, IH), 7.73 (dd, ^=8.74, 1.87 Hz, IH), 7.94 (s, IH), 8.01 (s, 2H), 8.05 (s, 
IH), 8.08 (s, IH), 8.43 (s, IH), 8.72 (s, IH); Anal. Calcd for C24H20F6NP: C, 43.69; H, 2.82; 
N, 6.89. Found: C, 43.70; H, 2.65; N, 6.82. 

Example 331 

20 (l.S^-l-(4-Fluoro-2-methyl-benzyl)-2-r5-('3-methyl-l.H-indazol-5-yn-pvridin-3-yloxy1- 

ethylamine 

MS (APCI) m/z 392 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.40 (s, 3H), 2.62 (s, 3H), 
3.15 (dd, J=14.19, 6.40 Hz, IH), 3.22 (m, IH), 3.94 (m, IH), 4.29 (dd^=10.61, 4.99 Hz, IH), 
4.42 (dd, J=10.61. 2.81 Hz, IH), 6.91 (td, J=8.42, 2.50 Hz, IH), 7.00 (dd^=9.83, 2.34 Hz, 
25 IH), 7.26 (dd, J=8.42, 5.93 Hz, 1H),7.63 (d, J=8.74 Hz, IH), 7.73 (dd, ^=8.74, 1.25 Hz, IH), 
8.08 (s, IH), 8.10 (s, IH), 8.43 (s, IH), 8.72 (s, IH); Anal. Calcd for C^H^FMO: C, 48.40; H, 
3.66; N, 7.89. Found: C, 48.59; H, 3.85; N, 7.90. 

Example 332 

30 (l.S^-l-(5-Fluoro-2-methoxy-benzyl)-2-r5-(3-methvl-l/f-indazol-5-yn-pvridin-3-yloxy1- 

ethylamine 

MS (APCI) m/z 408 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.63 (s, 3H), 3.16 (d, 
J=7.18 Hz, 2H), 3.84 (s, 3H), 4.02 (m, IH), 4.30 (dd, /=10.61, 5.93 Hz, IH), 4.45 (dd, 
J=10.45, 2.96 Hz, IH), 7.04 (m, 3H), 7.64 (d,J=8.73 Hz, IH), 7.74 (d, ^8.74 Hz, IH), 8.12 
35 (s, 2H), 8.43 (s, IH), 8.74 (s, IH); Anal. Calcd for C^jH^fN^^: C, 44.73; H, 3.32; N, 6.96. 
Found: C, 44.77; H, 3.46; N, 6.83. 
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Example 333 

fl.S^-2-r5-(3-Methvl-li/-indazol-5-vIVpvridin-3-vloxvl-l-f2-methvl-naphthalen-l-vlm 

ethylamine 

MS (APCI) m/z 424 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.58 (s, 3H), 2.61 (s, 3H), 
5 3.61 (dd, J=14.19, 4.84 Hz, IH), 3.84 (dd, J=14.19, 10.76 Hz, IH), 4.06 (m/=9.20, 4.21 Hz, 
IH), 4.14 (dd, J=10.29, 3.74 Hz, IH), 4.28 (dd, y=10.45, 2.65 Hz, IH), 7.41 (m, 3H), 7.60 (d, 
J=8.42 Hz, IH), 7.65 (m, IH), 7.75 (d, J=8.42 Hz, IH), 7.84 (ra, 2H), 8.01 (s, IH), 8.12 (d, 
J=8.1 1 Hz, IH), 8.33 (s, IH), 8.66 (s, IH); Anal. Calcd for C27H2^f40: C, 52.30; H, 3.87; N, 
7.44. Found: C, 52.56; H, 4.00; N, 7.38. 

10 

Example 334 

ay)-l-(2.2-Difluoro-benzori.31dioxol-4-vlmethvl)-2-r5-(3-methvl-l.tf-indazoi-5-vl)-pvridin- 

3-vloxv1-ethvlamine 

MS (APCI) m/z 437 (M-1)^; 'H NMR (500 MHz, CD3OD) 5 ppm 2.63 (s, 3H), 3.28 (m, 2H), 
15 4.07 (m, IH), 4.34 (dd, J=10.61, 4.99 Hz, IH), 4.51 (dd,J=10.61, 2.81 Hz, IH), 7.17 (m, 3H), 
7.64 (d, y=8.73 Hz, IH), 7.75 (d,y=8.73 Hz, IH), 8.12 (s, IH), 8.16 (s, IH), 8.46 (s, IH), 8.76 
(s, IH); Anal. Calcd for C23H2oF^403: C, 44.63; H, 2.97; N, 7.18. Found: C, 44.74; H, 3.08; 
N, 7.23. 

20 Example 335 

(15^-1 -(4-Fluoro-naphthalen- 1 -ylmethyl)-2-r5-( 3 -methyl- l//-indazol-5-vl)-pvridin-3-yloxy1- 

ethylamine 

MS (APCI) m/z 428 (M+l)""; 'H NMR (500 MHz, CD3OD) 6 ppm 2.62 (s, 3H), 3.60 (dd, 
>=14.04, 6.55 Hz, IH), 3.66 (m, IH), 4.09 (m, IH), 4.29 (dd, J=10.61, 4.99 Hz, IH), 4.42 (dd, 
25 J=10.61, 3.12 Hz, IH), 7.19 (dd, J=10.29, 7.80 Hz, IH), 7.47 (dd, J=7.80, 5.30 Hz, IH), 7.61 
(d, J=8.73 Hz, 2H), 7.64 (d, /=7.18 Hz, IH), 7.68 (t, 7=8.1 1 Hz, IH), 7.96 (s, IH), 8.05 (s, 
IH), 8.15 (d, >=8.11 Hz, IH), 8.18 (d, 7=8.42 Hz, IH), 8.38 (s, IH), 8.68 (s, IH). 

Example 336 

30 (l.S)-2-r5-(3-Methyl-lfir-indazol-5-yl)-pyridin-3-yloxy1-l-(2,2.3.3-tetrafluoro-2.3-dihydro- 

benzori,41dioxin-6-ylmethyl)-ethylamine 
MS (APCI) m/z 487 (M-1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.63 (s, 3H), 3.18 (dd, 
7=14.19, 7.02 Hz, IH), 3.24 (m, IH), 4.02 (m, 7=5.15, 2.65 Hz, IH), 4.33 (dd, 7=10.45, 5.46 
Hz, IH), 4.47 (dd,7=10.61, 3.12 Hz, IH), 7.29 (m, 2H), 7.34 (s, IH), 7.63 (d,7=8.73 Hz, IH), 

35 7.74 (dd, 7=8.74, 1.25 Hz, IH), 8.1 1 (s, 2H), 8.44 (s, IH), 8.72 (s, IH); Anal. Calcd for 
C23H20F2N4O3: C, 43.08; H, 2.77; N, 6.65. Found: C, 42.94; H, 2.79; N, 6.64. 
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Example 337 

fl5^-2-r5-f3-Methvl-lg4ndazol-5-vlVpvridin-3-vloxv1-l-(4-methvl-naphthalen-l-vlmethyn 

ethylamine 

MS (APCI) m/z 421 (M-1)^; 'H NMR (500 MHz, CD3OD) 5 ppm 2.61 (d, J=8.11 Hz, 3H), 
5 2.67 (s, 3H), 3.62 (m, 2H), 4.09 (m, IH), 4.28 (dd, J=10.61, 4.99 Hz, IH), 4.40 (dd/=10.61, 
3.12 Hz, IH), 7.32 (d, J=7.49 Hz, IH), 7.38 (m, IH), 7.58 (m, 2H), 7.62 (d/=8.73 Hz, IH), 
7.68 (m, IH), 7.97 (s, IH), 8.06 (s, IH), 8.10 (m, IH). 8.15 (m, IH), 8.37 (d, J=2.50 Hz, IH), 
8.68 (s, IH); Anal. Calcd for C27H26N4O: C, 52.79; H, 3.91; N, 7.55. Found: C, 52.64; H, 3.85; 
N, 7.53. 

10 

Example 338 

(15^-2-r5-(3-Methvl-li7-indazol-5-vl)-pvridin-3-vloxv1-l-(2,4,6-trifluoro-benzyl)-ethylamine 
MS (APCI) m/z 411 (M-1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.63 (s, 3H), 3.19 (m, 2H), 
3.97 (m, IH), 4.32 (dd, 7=10.61, 4.99 Hz, IH), 4.49 (dd,J=10.61, 3.12 Hz, IH), 6.95 (t, 
15 J=8.27 Hz, 2H), 7.63 (d, 7=8.73 Hz, IH), 7.74 (dd, 7=8.74, 1.56 Hz, IH), 8.08 (d, J=2.18 Hz, 
IH), 8.10 (s, IH), 8.41 (s, IH), 8.72 (s, lH);Anal. Calcd for C22H,F3N40: C, 44.57; H, 2.94; 
N, 7.43. Found: C, 44.47; H, 2.78; N, 7.46. 

Example 339 

20 (l.S^-245-(3-Methyl-li7-indazol-5-yl)-pyridin-3-yloxy1-l-(2,3,4-trifluoro-benzyl)-ethylamlne 
'H NMR (500 MHz, CD30D)5 ppm 2.62 (s, 3H), 3.23 (m, 2H), 4.00 (m, IH), 4.31 (dd, 
7=10.61, 5.30 Hz, IH), 4.46 (dd, 7=10.61, 3.12 Hz, IH), 7.17 (m, 2H), 7.62 (d/=8.73 Hz, 
IH), 7.73 (dd, 7=8.74, 1.56 Hz, IH), 8.02 (s, IH), 8.08 (s, IH), 8.40 (s, IH), 8.69 (s, IH); 
Anal. Calcd for C22HigF3N40: C, 45.31; H, 3.00; N, 7.66. Found: C, 45.59; H, 2.73; N, 

25 7.84. 

Example 340 

(l.S)-l-(4-Bromo-2-fluoro-benzyl)-2-r5-(3-methvl-l.H'-indazol-5-vl)-pyridin-3-yloxy1- 

ethylamine 

30 'H NMR (500 MHz, CD3OD) 6 ppm 2.63 (s, 3H), 3.22 (m, 2H), 4.00 (m, IH), 4.34 (dd, 
7=10.61, 5.30 Hz, IH), 4.49 (dd, 7=10.61, 3.12 Hz, IH), 7.33 (t,7=8.11 Hz, IH), 7.37 (d, 
7=1.56 Hz, IH), 7.41 (m, IH), 7.64 (d, 7=8.73 Hz, IH), 7.75 (dd, 7=8.74, 1.56 Hz, IH), 8.13 
(s, IH), 8.19 (s, IH), 8.46 (s, IH), 8.77 (s, IH); Anal. Calcd for Ca^HzoBrFNp: C, 42.80; H, 
2.97; N, 7.23. Found: C, 42.73; H, 3.17; N, 7.02. 

35 

Example 341 
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fl5^-l-(4-Bromo-3-fluoro-benzvlV2-r5-(3-methvl-l/^indaz Ql-5-vn-PVridin-3-vloxv1- 

ethylamine 

MS (ESI) m/z 456 (M+l)*; 'H NMR (500 MHz, CD30D)5 ppm 2.63 (s, 3H), 3.18 (m, 2H), 
4.01 (m, IH), 4.32 (dd, J=10.61, 5.62 Hz, IH), 4.46 (dd,J=10.61, 2.81 Hz, IH), 7.11 (dd, 
5 J=8.n, 1.56 Hz, IH), 7.26 (dd, J=9.36, 1.87 Hz, IH), 7.62 (d, J=7.18 Hz, IH), 7.63 (d, 

y=8.42 Hz, IH), 7.74 (dd, 7=8.73, 1.56 Hz, IH), 8.10 (d, >4.06 Hz, 2H), 8.43 (s, IH), 8.72 (s, 
lH);Anal. Calcd for C^^H^oBrFNp: C, 43.46; H, 3.03; N, 7.45. Found: C, 43.52; H, 3.07; N, 
7.43. 

10 Example 342 

fl5>-l-('2-Bromo-4.6-difluoro-benzvn-245-(3-methvl-liJ-indazol-5- vn-PVridin-3-vIoxy1- 

ethylamine 

'H NMR (500 MHz, CD30D)5 ppm 2.63 (s, 3H), 3.32 (m, IH), 3.48 (m, lH),-4.03 (m, IH), 
4.34 (dd, J=10.45, 4.84 Hz, IH), 4.48 (dd, J=10.61, 3.43 Hz, IH), 7.13 (t, J^S.U Hz, IH), 
15 7.40 (d, J=8.1 1 Hz, IH), 7.63 (d, J=8.73 Hz, IH), 7.74 (dd, J=8.73, 1.56 Hz, IH), 8.09 (s, IH), 
8.1 1 (s, IH), 8.42 (s, IH), 8.73 (s, IH); Anal. Calcd for Q^H.^BrF^Np: C, 41.24; H, 2.72; N, 
6.87. Found: C, 41.35; H, 2.68; N, 
6.76. 

20 Example 343 

fl.S^-l-(4-Bromo-3-methyl-benzyn-2-r5-r3-methvl-l//-indazol-5-y n-Pvridin-3-yIoxv1- 

ethyiamine 

MS (ESI) m/z 452 (M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 2.37 (s, 3H), 2.63 (s, 3H), 
3.1 1 (m, 2H), 3.97 (m, IH), 4.29 (dd,J=10.61, 5.62 Hz, IH), 4.44 (dd, J=10.61, 3.12 Hz, IH), 
25 7.07 (dd, J=8.1 1, 1.87 Hz, IH), 7.27 (s, IH), 7.54 (d,J=8.1 1 Hz, IH), 7.63 (d, J=8.73 Hz, IH), 
7.73 (d, ^8.73 Hz, IH), 8.06 (s, IH), 8.10 (s, IH), 8.41 (s, IH), 8.71 (s, lH);Anal. Calcd for 
C23H23BrN40: C, 44.93; H, 3.41; N, 7.38. Found: C, 45.11; H, 3.36; N, 7.28. 

Example 344 

30 ny)-Bromo-benzyl)-2-r5-(3-methyl-li/-indazol-5-yn-pyridin-3- vloxy1-ethylamine 
•H NMR (500 MHz, CD3OD) 5 ppm 2.62 (s, 3H), 3.37 (m, 2H), 4.10 (m, IH), 4.30 (dd, 
J=10.61, 4.99 Hz, IH), 4.43 (dd, J=10.61, 3.12 Hz, IH), 7.25 (U=6.71 Hz, IH), 7.37 (t, 
J=6.86 Hz, IH), 7.42 (m, IH), 7.63 (d, J=8.74 Hz, IH), 7.66 (d, J=8.1 1 Hz, IH), 7.73 (dd, 
J=8.73, 1.56 Hz, IH), 8.03 (d, J=1.87 Hz, IH), 8.09 (s, IH), 8.40 (s, IH), 8.70 (s, IH); 

35 Anal. Calcd for C^jHj.BrNp: C, 43.48; H, 3.14; N, 7.30. Found: C, 43.67; H, 3.06; N, 
7.10. 
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Example 345 

n6^-l-(3-Methoxv-benzvlV245-(3-methvl-liy-indazol-5-vlVpv ridin-3-vloxv1-ethvlamine 
MS m/z 389 (M + H)*; 'H NMR (300 MHz, DMSO-D6) 5 ppm 2.57 (s, 3 H) 3.00 (dd, 
5 J=13.56, 9.16 Hz, 1 H) 3.12 (m, 1 H) 3.73 (s, 3 H) 4.28 (dd, 7=10.85, 5.43 Hz, 1 H) 4.44 (m. 2 
H) 6.85 (dd, 7=8.48, 2.37 Hz, 1 H) 6.91 (m, 2 H) 7,27 (t, 7=7.80 Hz, 1 H) 7.61 (d, 7=8.82 Hz, 

1 H) 7.79 (dd, 7=8.82, 1.70 Hz, 1 H) 8.23 (s, 1 H) 8.26 (s, 1 H) 8.53 (d^2.37 Hz, 4 H) 8.86 
(s, 1 H). 

10 ■ ' 

Example 346 

a6^-l-(3-Bromo-benzvn-2-r5-f3-methvl-lif-indazol-5-vn-Pvridtn-3 -vloxv1-ethvlamine 
MS mk 437, 439 (M + H)^; 'H NMR (300 MHz, DMSO-D6) 5 ppm 2.57 (s, 3 H) 3.08 (m, 2 
H) 4.27 (dd, 7=10.85, 5.43 Hz, 1 H) 4.43 (m, 1 H) 7.34 (m, 2 H) 7.49 (dt,7=7.54, 1.65 Hz, 1 
15 H) 7.61 (m, 2 H) 7.77 (dd,^8.65, 1.53 Hz, 1 H) 8.14 (s, 1 H) 8.22 (s, 1 H) 8.49 (s, 2 H) 8.82 
(s, 1 H). 

Example 347 

20 (l^-l-(2-Methoxv-naphthalen-l-vlmethvlV2-r5-(3-methvl-l//-ind azol-5-vn-Pvridin-3- 

yloxvl -ethylam ine 

MS (ESI) m/e 439 (M+lf; 'H NMR (300 MHz, Solvent)5 ppm 2.62 (s, 3 H) 3.55 (m, 1 H) 
3.74 (m, 1 H) 3.97 (s, 3 H) 4.03 (m, 1 H) 4.23 (m, 1 H) 4.39 (m, 1 H) 7.33 (m, 1 H) 7.46 (m, 

2 H) 7.64 (m, 2 H) 7.84 (m, 1 H) 7.92 (m, 2 H) 8.03 (m, 2 H) 8.34 (br. s., 1 H) 8.67 (br. s., 1 
25 HL 

Example 348 

fljg)-l-(4-Chloro-benzvlV2-f5-f3-methvl-li/-indazol-5-vn-Pvridin- 3-vloxvl-ethvlamine 

30 Example 348A 

5-r5-((2i?)-l-fer/-Butoxvcarbonvl-aziridin-2-vlmethoxv')-pyridin-3-vl1-3-m ethvl-indazole-l- 

carboxvlic acid ter^butyl ester 
The desired product was prepared by substituting (5).-[l-(terf-Butyl-dimethyl- 
silanyloxymethyl)-2-hydroxy-ethyl]-carbamic acid terr-butyl ester for (72)-[l-(/erf-ButyI- 
35 dimethyl-silanyloxymethyl)-2-hydroxy-ethyl]-carbamic acid ter/-butyl ester in Example 
273D. MS (APCI) m/z 481 (M+lf . 

Example 348B 
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(i;;)-l-(4-Chloro-benzvlV2-r5-(3-methvl-l/f-indazol-5-Yn-pvridin-3-vloxv1-ethvlamine 

The desired product was prepared as the trifluoroacetate by substituting Example 348A for 

Example 273D and 4-chlorophenylmagnesium bromide for 3-trifluoromethoxyphenyl- 

mangnesiura bromide in Example 274. MS (APCI) m/z 393 (M+1)*; 'H NMR (300 MHz, 

CD3OD) 5 2.63 (s, 3 H), 3.16 (dd, >7.63, 2.54 Hz, 2 H), 3.98 (m, 1 H), 4.30 (dd,J=10.51, 

5.42 Hz, 1 H), 4.45 (dd, J=10.5 1, 3.05 .Hz, 1 H), 7.34 (d, J=8.81 Hz, 2 H), 7.39 (d, >8.81 

Hz, 2 H), 7.63 (d, ^8.81 Hz, 1 H), 7.74 (dd, >8.81, 1.70 Hz, 1 H), 8.11 (m, 2 H), 8.43 (d, 

J=2.03 Hz, 1 H), 8.73 (s. 1 H); Anal. Calcd for C22H2,C1N40'3 TFA: C, 45.76; H, 3.29; N, 

7.62. Found: C, 45.86; H, 3.28; N, 7.72. 

The following compounds were prepared by substituting appropriate Girgnard reagents for3- 
trifluoromethoxyphenyl-mangnesium bromide in Example 348. 

^ Example 349 

flj;Vl-Benzori.31dioxol-5-vlmethvl-2-r5-(3-methvl-l//'-indazol-5-vn-Pv ridin-3-yloxv1- 

ethylamine 

MS (APCI) m/z 403 (M+1)^; 'H NMR (300 MHz, CD3OD) 5 2.63 (s, 3 H), 3.08 (dd,J=8.14, 
2.03 Hz, 2 H), 3.92 (m, 1 H), 4.31 (dd, >10.51, 5.76 Hz, 1 H), 4.46 (dd, >10.51, 3.05 Hz, 1 - 
H), 5.92 (s, 2 H), 6.79 (d, J=8.14 Hz, 1 H), 6.81 (d,J=8.14 Hz, 1 H), 6.85 (s, 1 H), 7.64 (d, 
J=8.81 Hz, 1 H), 7.75 (d,/=8.81 Hz, 1 H), 8.14 (m, 2 H), 8.44 (d, ^2.37 Hz, 1 H), 8.75 (d, 
J=1.70 Hz, 1 H); Anal. Calcd for C23H22N403-3.3 TFA: C, 45.65; H, 3.27; N, 7.19. Found: C, 
45.71; H, 3.15; N, 7.21. 

Example 350 

flj?Vl-f3-Fluoro-4-methvl-benzvn-2-r5-(3-methvl-lff-indazol-5-vn-py ridin-3-vIoxv1- 

ethylamine 

MS (APCI) m/z 391 (M+1)*; 'H NMR (300 MHz, CD3OD) 5 2.24 (d, J=l .70 Hz, 3 H), 2.63 
(s, 3 H), 3.11 (d, J=8.14 Hz, 2 H), 3.96 (m, 1 H), 4.31 (dd, ^10.51, 5.76 Hz, 1 H), 4.46 (dd, 
J=10.85, 3.05 Hz, 1 H), 7.03 (t, J=8.48 Hz, 1 H), 7.15 (m, 1 H), 7.21 (d, >7.46 Hz, 1 H), 
7.64 (d, >=8.48 Hz, 1 H), 7.74 (dd, >8.81, 1.70 Hz, 1 H), 8.14 (m, 2 H), 8.45 (d,J=2.37 Hz, 
1 H), 8.75 (d, J=1.36 Hz, 1 H); Anal. Calcd for C^H23FN40-2.9 TFA: C, 47.97; H, 3,62; N, 
7.77. Found: C, 48.09; H, 3.75; N, 7.87. 

Example 351 

fl6^-l-Benzvl-2-r6-chloro-5-(3-methvl-l//^-indazol-5-vl)-pvridin-3-ylox v1-ethYlamine 

Example 351 A 
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5-(2-Chloro-5-hvdroxv-pyridm"3"Vl)-3-methvl-indazole-l-carbQxylic acid tert-butyl ester 
A 250 mL RBF was charged with Example 12B (1.58 7.59 mmol). Example 203B (3.0 g, 
7.59 mmoi), Pd2(dba)3 (696 mg, 0.76 mmol), and tri-o-tolylphosphine (696 mg), and was 
purged with N2. Anhydrous DMF (60 mL) and EtgN (3.17 mL) were added via syringe. The 
5 solution was purged with N2 again and was heated at 70 °C for 15 h. After cooled, ethyl 
acetate (300 mL) was added. The mixture was washed with brine (500 mL) and water (500 
mL). The ethyl acetate solution was concentrated and the residual oil was separated by flash 
chromatography (40-65% EtOAc in hexane) to give the desired produc. (L86 g, 68%). MS 
(APCI) m/z 360 (M-f 1)^ 

10 

Example 35 IB 

5-r5-((2iy)-2-tert-ButoxycarbQnylaminQ-3-phenyl-propoxy)-2-chlorO'-pyridin-3-yll-3-methvl- 

indazole-l-carboxylic acid tert-butyl ester 
A 25 mL RBF was charged with Example 351 A (150 mg, 0.417 mmol), Boc-phenylalaninol 

1^ (157 mg, 0.625 mmol), DEAD (144 mg, 0.625 mmol) and Ph3P (163 mg, 0.625 mmol), and 
was purged with nitrogen. THE (8 mL) was added at 0°C. After stirring at 0°C for 30 min 
the ice-H20 bath was removed and the reaction mixture was stirred at rt overnight. The 
reaction mixture was concentrated and the residue was separated by flash chromatography 
(20-40% EtOAc in hexane) to provide the desired product (215.0 mg, 87%). MS (APCI) m/z 

20 593 (M+1)^ 

Example 35 IC 

(liS^-l-Benzyl-246-chloro-5-(3-methyl-li/-indazol-5-yl)-pyridin-3-yloxy1-ethyl^ 
The desired product was prepared as the trifluoroacetate by substituting Example 35 IB for 

25 Example 27B in Examples 27C. MS (APCI) m/z 393 (M+l)""; NMR (300 MHz, CD3OD) 
5 2.58 (s, 3 H), 3.12 (d,/=7.46 Hz, 2 H), 3.91 (m, 1 H), 4.14 (dd, ^10.51, 5.43 Hz, 1 H), 
4.30 (dd, 7=10.51, 3.05 Hz, 1 H), 7.34 (m, 5 H), 7.47 (dd,J=8.65, 1,53 Hz, 1 H), 7.52 (d, 
7=3,05 Hz, 1 H), 7,56 (d, 7=8.82 Hz, 1 H), 7.78 (s, 1 H), 8.14 (d, 7=2.71 Hz, 1 H); Anal. 
Calcd for C22H2,C1N40-1.6 TFA: C, 52.61; H, 3.96; N, 9.74. Found: C, 52.87; H, 3.90; N, 

30 9.81. 

The following compounds were prepared by substituting the appropriate Boc-aminoalcohol 
for Boc-phenylalaninol in Example 351. 

35 Example 352 

(liS^-l-(4-Bromo-benzylV2>r6-chloro-5-(3-methyl-l//-indazol-5-yl)-pyridin-3-y^^^ 

ethylamine 
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MS (APCI) m/z 471, 473 (M+1)^; 'H NMR (300 MHz, CD30D)5 2.59 (s, 3 H), 3.10 (dd, 
J=7.63, 2.88 Hz, 2 H), 3.90 (m, 1 H), 4.15 (dd, ^10.85, 5.43 Hz, 1 H), 4.30 (dd, >10.51, 
3.05 Hz, 1 H), 7.24 (d, J=8.48 Hz, 2 H), 7.47 (dd,/=8.65, 1.53 Hz, 1 H), 7.51 (s, 1 H), 7.54 
(s, 1 H), 7.56 (d, J=8.48 Hz, 2 H), 7.79 (s, 1 H), 8.15 (d,J=3.05 Hz, 1 H); Anal. Calcd for 
5 C22H2oBrCIN40- 1 .5 TFA: C, 46.71 ; H, 3.37; N, 8.72. Found: C, 46.62; H, 3.29; N, 8.64. 

Example 353 

(l.^-l-(4-Chloro^benzyl)-2-r6-chloro-5-(3-methvl-liy-indazol-5-vn-pvridin-3-vloxv1- 

ethylatnine 

10 MS (APCI) m/z 427 (M+lf ; 'H NMR (300 MHz, CD3OD) 5 2.59 (s, 3 H), 3.12 (dd,J=7.63, . 
2.54 Hz, 2 H), 3.91 (m, 1 H), 4.15 (dd, ^10.51, 5.43 Hz, 1 H), 4.30 (dd, ^10.51, 3.05 Hz, 1 
H), 7.30 (d, ^8.48 Hz, 2 H), 7.37 (d, Hz, 2 H), 7.47 (dd, J=8.65, 1 .53 Hz, 1 H), 7.53 

(d, J=3.05 Hz, 1 H), 7.56 (d,y=8.48 Hz, 1 H), 7.79 (s, 1 H), 8.15 (d,J=3.05 Hz, 1 H); Anal. 
Calcd for C22H2oCl2N40-1.6 TFA: C, 49.64; H, 3.57; N, 9.19. Found: C, 49.99; H, 3.56; N, 

15 9.22. 

Example 354 

(15)-2-r6-Chloro-5-(3-methyl-l.g-indazol-5-yl)-pvridin-3-vloxy1-l-cyclohexylmethvl- 

ethylamine 

20 MS (APCI) m/z 399 (M+1)"; "H NMR (300 MHz, CD3OD) 5 1 .01 (m, 2 H), 1 .3 1 (m, 4 H), 
1.49 (m, 1 H), 1.65 (q,y=6.89 Hz, 2 H), 1.78 (m, 4 H), 2.59 (s, 3 H), 3.74 (m, 1 H), 4.18 (dd, 
y=10.51, 6.44 Hz, 1 H), 4.37 (dd, J=10.51, 3.39 Hz, 1 H), 7.49 (dd, J=8.82, 1.70 Hz, 1 H), 
7.56 (dd, ^8.48, 0.68 Hz, 1 H), 7.59 (d, >=3.05 Hz, 1 H), 7.80 (s, 1 H), 8.17 (d,y=3.05 Hz, 1 
H); Anal. Calcd for C22H2^IN40-1.75 TFA: C, 51.18; H, 4.84; N, 9.36. Found: C, 51.13; H, 

25 4.75; N, 9.20. 

Example 355 

(l.S)-2-r6-Chloro-5-(3-methvl-li/-indazol-5-vn-pyridin-3-vloxv1-l-(2,6-dimethvl-benzvl)- 
30 . ethylamine 

MS (DCI/NH3) m/e 421 (M+1)*; 'H NMR (300 MHz, CD^OD) 5 = 8.10 (d; IH; J=8.4 Hz), 

7.75 (d; IH; J=8.4 Hz), 7.55 (s; IH), 7.53 (s; IH), 7.44 (m; 3H), 7.04 (s; IH), 4.30 (dd; IH; 
J=10.8 Hz; J=3.0Hz), 4.09 (dd; IH; J=10.8Hz; J=4.5Hz), 4.87 (m; IH). 3.30 (m;2H), 2.62 (s; 
3H), 2.36 (s; 6H). 



Example 356 
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(16^-l-r6-Chloro-5-(3-methvl-liy-indazol-5-vlVpvridin-3-vloxvmethvl1-2-phenvl- 

propylamine 

The desired product was prepared by substituting Example 12B for 3-bromc-5- 
, hydroxypyridine and Boc-3-methyI-phenylalaninol for Boc-tryptophanoi in Example 102. 
5 MS (DCI/NH3) m/e 407 (M+l)"-; 'H NMR (300 MHz, CD^OD) 5 = 8.20 (d; IH; J=3.0 Hz), 

7.8 1 (s; IH), 7.61 (d; IH; J=3.0 Hz), 7.57 (d; IH; J=8.4 Hz), 7.40 (m; 6H), 4.44 (d; 2H; J=4.5 
Hz), 3.88 (m; IH), 3.28 (m; IH), 2.59 (s; 3H), 1.42 (d; 3H; J=7.5 Hz). 

10 Example 357 

(liy)-l-r6-Chloro-5-(3-methyl-liy-indazol-5-yl)-pyridin-3-yloxymethyl1-2,2-diphenyI- 

ethylamine 

The desired product was prepared by substituting Example 12B for 3-bromo-5- 
hydroxypyridine and Boc-3,3-diphenylalaninol for Boc-tryptophanoi in Example 102. MS 
15 (DCI/NH3) m/e 469 (M+1)*; 'H NMR (300 MHz, CD3OD) 6 = 8.08 (d; IH; J=3.0 Hz), 7.74 

(s; IH), 7.55 (m; 3H), 7.43 (m; 5H), 7.31 (m; 3H), 7.21 (m; 2H), 4.65 (d; IH; J=l 1.1 Hz), 
4.44 (d; IH; J=l 1.1 Hz), 4.31 (d; IH; J=ll.l Hz), 4.09 (d; IH; J=ll.l Hz), 2.59 (s; 3H). 

20 Example 358 

(liS^-l-r5-(3-Methvl-li/-indazol-5-vl)-pvridin-3-yIoxymethvl1-2-phenyl-propylamine 
The desired product was prepared by substituting Boc-3-methyl-phenylalaninol for Boc- 
tryptophanoi in Example 102. MS (DCI/NH3) m/e 373 (M+1)*; 'H NMR (300 MHz, 

CD3OD) 5 = 8.1 1 (s; 2H), 8.05 (s; 2H), 7.74 (d; IH; J=8.4 Hz), 7.62 (d; IH; J=8.4 Hz), 
25 7.40(m; IH), 7.39 (m; 5H), 4.56 (m; 2H), 3.92 (m; 2H), 2.62 (s; 3H), 1.6 (d; 3H; J=7.5 Hz). 



Example 359 

(16^-l-r5-(3-Methyl-li/-indazol-5-yI)-pyridin-3-yloxymethyl1-2,2-diphenyl-ethylamine 
30 The desired product was prepared by substituting Boc-3,3-diphenylalaninol for Boo- 
tryptophanol in Example 102. MS (DCI/NH3) m/e 435 (M+1)*; "H NMR (300 MHz, 

CD3OD) 5 = 8.62 (s; IH), 8.31 (s; IH), 8.02 (s; IH), 7.82 (s; IH), 7.67 (d; IH; J=8.4 Hz), 7.60 
(d; IH; J=8.4 Hz), 7.58 (d; IH; J=6.9 Hz), 7.43(m; 4H), 7.30 (m; 5H), 4.61 (d; IH; J=12.0 
Hz), 4.48 (d; IH; J=12 Hz), 4.40 (dd; IH; J=l 1 .4 Hz; J=3.0 Hz), 4.00 (dd; IH; J=l 1 .4 Hz), 
35 2.62 (s;3H). 

Example 360 

(l^-3-Methvl-l-r5-(3-methvi-l/f-indazol-5-yn-pvridin-3-vloxvmethvn-butvlamine 
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The desired product was prepared by substituting Example 12B for 3-bronio-5- 

hydroxypyridine and Boc-leucinol for Boc-tryptophanol in Example 102. MS (APCI) m/z 
357 (M-l)-"; NMR (500 MHz, CD3OD) 5ppm 1.02 (m, J=6.40, 3.90 Hz, 6HX" 1.67 (m, 
2H), 1.80 (dd, J=13.57, 6.71 Hz, IH), 2.59 (s, 3H), 3.71 (m, J-6.86, 3.12 Hz, IH), 4.20 (dd, 
5 J=10.61, 6.55 Hz, IH), 4.38 (dd, 7-10.45, 3.28 Hz, IH), 7.49 (dd, J=8.58, 1.72 Hz, IH), 7.56 
(d, J-8.11 Hz, IH), 7.59 (d, 7=3.12 Hz, IH), 7.80 (s, IH), 8.17 (d, J=3.12 Hz, IH); Anal. 
Calcd for C,9H23C1N40: C, 49.56; H, 5.21; N, 10.88. Found: C, 49.86; H, 4.83; N, 10.49. 

' Example 361 

10 (l6^-2-r6-Chloro-5-(3-methyl-li/-indazol-5-yl)-pvridin-3"yloxy1-l-(liy-i 

ethylamine 

The desired product was prepared by substituting Example 12B for 3-bromo-5- 
hydroxypyridine in Example 102. MS (APCI) m/z 533 (M+1)^; *H NMR (500 MHz, CD3OD) 
15 5 ppm 2.58 (s, 3H), 3,28 (m, 2H), 3.96 (m, IH), 4.20 (dd, J=10.45, 5.77 Hz, IH), 4.34 (dd, 
J=10.61, 3.12 Hz, IH), 7.02 (t, J=7.49 Hz, IH), 7.12 (t,J=7.64 Hz, IH), 7.22 (s, IH), 7.37 (d, 
•7=8.42 Hz, IH), 7.44 (dd, J=8.42, 1.56Hz, IH), 7.47 (d, 7=3.12 Hz, IH), 7.54 (d, J=8.42 Hz, 
IH), 7.57 (d, J=8.1 1 Hz, IH), 7.74 (s, IH), 8.12 (d,J=2.81 Hz, IH); Anal. Calcd for 
C24H22CIN5O: C, 52.08; H, 4.12; N, 11.61. Found: C, 52.45; H, 4.08; N, 1 1.24. 

20 

Example 362 

(16^-2-(6-Chloro-5-thienor2,3-c1pyridin-2~yl-pyridin-3-yloxy)"l"(liy-indol-3-ylmethy 

ethylamine 
Example 362A 

25 (15^-r2-(6-Chloro-54hienor2,3-c1pyridin-2-yl-pyridin-3-yloxy)-l-(l/r-indol-3-yl^ 

ethyll-carbamic acid tert-hutyl ester 
The title compound was prepared by substituting Example 13A for Example 2 A and Example 
3 8A for Example 27A in Example 27B . 

Example 362B 

30 . (liS0-2~(6-ChlorO'5-thienor2,3-c1pyridin-2-yl~pyridin~3-yloxy)-l-(li7-indol-3-ylmethy 

ethylamine 

The title compound was prepared by substituting Example 362A for Example 27B in 
Example 27C. MS (APCI) m/z 436 (M+1)^; ^H NMR (300 MHz, CD3OD) 53.29 (m, 2 H), 
35 4.00 (m, 1 H), 4.26 (dd, J=10.51, 5.76 Hz, 1 H), 4.40 (dd,J=10.51, 3.05 Hz, 1 H), 7.02 (t, 
J=7.63 Hz, 1 H), 7.10 (t, J=6.95 Hz, 1 H), 7.23 (s, 1 H), 7.36 (d/=8.14 Hz, 1 H), 7.58 (d, 
J=7.80 Hz, 1 H), 7.74 (d, J=3.05 Hz, 1 H), 8.05 (s, 1 H), 8.29 (d, J=3.05 Hz, 1 H), 8.35 (d. 
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J=6.10 Hz, 1 H), 8,64 (d, J=6.10 Hz, 1 H), 9.57 (s, 1 H); Anal. Calcd for C23H19CIN4O&2.6 
TFA: C, 46.31; H, 2.98; H 7.66. Found: C, 46.22; H, 2.94; N, 7.52. 



5 Example 363 

5-r(2iS^-2"Aniino-3"(liy-indol"3"yl)"propoxy1-3-isoquinolin-6"yI-pyridine"2"C^^ 

Example 3 63 A 

10 (16^- r2-(6-Chloro-5-isoquinolin~6-yl~pvridin-3-yloxy)-l-(liy-indol-3-ylme&^^ 

carbamic acid ferr-butyl ester 

The title compound was prepared by substituting Example 13 A for Example 2 A in Example 
27B. MS(APCI)m/z529(M+l)^ 

15 

Example 363B 

( 1 S)-r2-(6-Cyano-5-isoquinolin-6"yl-pyridin-3-yloxy)-l -(liy--indol-'3--ylmethyI)--ethyl1- 

carbamic acid /er/-butyl ester 

20 

A 10 mL RBF was charged with Example 363A (lOOmg, 0.189 mmol), zinc cyanide (56 mg, 
0.47 mmol) and Pd(PPh3)4 (44 mg, 0.0378 mmol), and was purged with nitrogen. Anhydrous 
DMF (3 mL) was added and the solution was purged with nitrogen again. The reaction 
mixture was stirred at 90 °C for 70 h. After cooled, the mixture was partitioned between ethyl 
25 acetate and brine, and the organic phase was washed with water. The Organic layer was 
concentrated and the residue was separated by flash chromatography (40-100% EtOAc in 
hexane) to give the desired product (87.4 mg, 89%). MS (APCI) m/z 520 (M+l)'*". 

Example 363C 

5-r(2i$^-2-AminQ-3-(l./y--indol-3"yl)-propoxy1-3-isQquinQlin-6-yl-pyridine-2-carbonitrile 
30. The desired product was prepared as the trifluoroacetate by substituting Example 363B for 
Example 27B in Examples 27C. MS (APCI) m/z 421 (M+1)^; NMR (300 MHz, CD3OD) 
5 3.31 (m, 2 H), 4.03 (m, 1 H), 4.34 (dd,/=10.85, 5.76 Hz, 1 H), 4.48 (dd, 7=10.85, 3.39 Hz, 1 
H), 7.00 (t, 7=7.46 Hz, 1 H), 7.10 (t, 7=6.95 Hz, 1 H), 7.23 (s, 1 H), 7.35 (d/=8.14 Hz, 1 H), 
7.57 (d, 7=7.80 Hz, 1 H), 7.64 (d, 7=2.71 Hz, 1 H), 8.08 (dd, 7=8.48, 1.69 Hz, 1 H), 8.39 (d, 
35 7=7.46 Hz, 1 H), 8.37 (d,7=6.44 Hz, 1 H), 8.55 (d, 7=7.12 Hz, 1 H), 8.56 (m, 1 H), 8,65 (d, 
7=6.10 Hz, 1 H), 9.72 (s, 1 H); Anal. Calcd for C26H2}^30-2.9 TFA: C, 50.92; H, 3.21; N, 
9.34. Found: C, 50.98; H, 3.23; N, 9.48. 
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Example 364 

(l»S^"l-(lJY-Indol-3-ylmethvn-2-r5-(3-phenyl-isoquinQlin-6-vl)-pyrid 

5 Example 364A 

(l^"n"(liy"IndQl-3-ylmethyl)-2-[5-(3-phenyl"isoquinolin-6-yl)"Pyridin-3-^ 

carbamic acid fer^butyl ester 
To a solution of Example 80E (150 mg, 0.28 mmol), (lj,l-tributylstannyl)benzene (137 mg, 
0.57 mmol), tris(dibenzylideneacetone)-dipalladium (27 mg, 0,028 mmol) and 2- 
10 dicyclohexylphosphino-2'-dimethylamino-l,r-biphenyl (22 mg, 0.057 mmol) in dry DMF 
(10 ml) triethyl amine was added under N2. The resulting solution was stirred 3 hours at 100 
''C. The reaction solution was partitioned between ethylacetate and water. The organic layer 
was washed (brine), dried (Na2S04), filtered and concentrated under vacumm. Purification 
on silica gel with 60% ethyl acetate/ hexane to provide the title compound (70 mg, 47 %). 
15 MS (DCI/NH3) m/e 571 (M+1)^ 

Example 364B 

(16^-1 -(liJ'-Indol-3"ylmethyn-2-r5-(3-phenyl-isoquinolin-6-yl)"pyridin-3-yloxyl-et^^ 
The title compound was prepared as trifluoroacetic acid salt by substituting Example 354A 

20 for Example 27B in Example 27C. MS (DCI/NH3) m/e 471 (M+1)^;.^H NMR (300 MHz, 

D6-DMSO) 5 1 1.04 (s; IH), 9.49 (s; IH), 8.74 (s; IH), 8.45 (s; IH), 8.44 (s; IH), 8.39 (s; IH), 
8.28 (d; IH; J=8.4 Hz), 8.23 (d; IH; J=7.5 Hz), 8.08 (s; 2H), 8.02 (d; IH; J=8.4 Hz), 7.83 (s; 
IH), 7.63 (d; IH; J=8.4 Hz), 7.55 (t; 3H; J=7.5 Hz), 7.47 (d; IH; J=7.5 Hz), 7.37 (d; IH; J=8.4 
' Hz), 7.31 (s; IH), 7.10 (t; IH; J=7,2 Hz), 7.00 (t; IH; J=7.2 Hz), 4.40 (m; IH), 4.23 (m; IH), 

25 3.88 (m; IH), 3.18 (m;2H) 

The following compounds were prepared by substituting the appropriate tributylsannyl 
reagents for ( 1 , 1 , 1 -tributylstanny l)benzene in Example 3 64. 

Example 365 

30 (liS^-2-r5-(3-Ethyl-isoquinolin-6-yl)-pyridin-3"yloxyVl-(liy"indol-3-ylmethyl)-^^^ 

MS (DCI/NH3) m/e 423 (M+1)^;.^H NMR (300 MHz, D6-DMSO) 5 = 1 1 .04 (s; IH), 9.61 (s; 

IH), 8.77 (s; IH), 8.47 (s; IH), 8.45 (s;lH), 8.42 (d; IH; J=9.0 Hz), 8.20 (s; 2H), 8.14 (d; 2H; 
J=9.0 Hz), 8.03 (s; 2H), 7.85 (s; IH), 7.63 (d; IH; J=7.5 Hz), 7.38 (d; IH; J=7.5 Hz), 7-30 (s; 
IH), 7.10 (t; IH; J=7.5 Hz), 7.00 (t; IH; J=7.5 Hz), 4.40 (m; IH), 4.22 (m; IH), 3.88 (m; IH), 
35 3.18 (m; 2H), 3.04 (q; 2H; J=7.5 Hz), 1 .37 (t; 3H; J=7.5 Hz). 

Example 366 
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(liS^-l-(liy-Indol-3-ylmethyl)-2-r5-(3-pyridin-4-yl-isoquinolin-6-yl>pyridin-3-yloxy1- 

ethylamine 

MS (DCI/NH3) m/e 472 (M+1)^;.'H NMR (300 MHz, D6-DMSO) 5 = 1 1.04 (s; IH), 9.54 (s; 
IH), 8.93 (d; 2H; J=7.5 Hz), 8.87 (d; 2H; J=7.5 Hz), 8.83 (s; IH), 8.70 (s; IH), 8.43 (s; 2H), 
5 8.35 (d; IH; J=8.4 Hz), 8.09 (d; 2H; J=8.4 Hz), 7.84 (s; IH), 7.61 (d; IH; J=8.4 Hz), 7.38 (d; 
IH; J=8.4 Hz), 7.25 (s; IH), 7.12 (t; IH; J=8.4 Hz), 7.03 (t; IH; J=8.4 Hz), 4.45 (m; IH), 4.30 
(m; IH), 4.00 (m; IH), 3.30 (m; 2H) 

Example 367 

10 (15^-2-r5-(3-Furan-2-yl-isoquinolin-6-yl)-pyridin-3-yloxyl-l-(l.H^mdol-3-ylmethyl)- 

ethylamine 

MS (DCI/NH3) m/e 461 (M+1)^;.'H NMR (300 MHz, D6-DMSO) 5 = 1 1.04 (s; IH), 9.39 (s; 
IH), 8.74 (s; IH), 8.44 (s; IH), 8.41 (s;lH), 8.25 (d; IH; J=8.4 Hz), 8.18 (m; 3H), 8.00 (d; 2H; 
J=8.4 Hz), 7.89 (s; IH), 7.83 (s; IH), 7.63 (d; IH; J=8.4 Hz), 7.39 (d; IH; J=8.4Hz), 7.31 (s; 
15 IH), 7.18 (s; IH), 7.1 1 (t; IH; J=8.4 Hz), 7.01 (t; IH; J=8.4 Hz), 6.71 (s; IH), 4.40 (m; IH), 
4.21 (m; IH), 3.88 (m; IH), 3.18 (m; 2H) 

Example 368 

(IS)- 1 -( l/f-Indol-3-ylmethyl)-2-r5-(3-phenylethvnvl-isoquinolin-6-vl)-pyridin-3-yloxvl- 
20 ethylamine 

MS (DCI/NH3) m/e 495 (M+1)^;.'H NMR (300 MHz, D6-DMSO) 5 = 1 1 .04 (s; IH), 9.41 (s; 

IH), 8.73 (s; IH), 8.45 (s; IH), 8.35 (s;lH), 8.31 (d; IH; J=5.4 Hz), 8.24 (s; 2H), 8.21 (s; IH), 
8.07 (d; IH; J=5.4 Hz), 7.82 (s; IH), 7.65 m; 4H), 7.48 (m; 2H), 7.39 (d; IH; J=5.4 Hz), 7.30 
(s; IH), 7.10 (t; IH; J=5.4 Hz), 7.00 (t; IH; J=5.4 Hz), 4.40 (m; IH), 4.22 (m; IH), 4.13 (m; 
25 IH), 3.18 (m; 2H). " 

Example 369 

(liS^-l-(l//-Indol-3-ylmethyl)-2-r5-(3-prop-l-ynvl-isoquinolin-6-yl)-pyridin-3-yloxy1- 

ethylamine 

30 MS (DCI/NH3) m/e 433 (M+1)^;.'H NMR (300 MHz, D6-DMSO) 5 = 1 1.04 (s; IH), 9.32 (s; 
IH), 8.71 (s; IH), 8.43 (s; IH), 8.28 (s;lH), 8.25 (d; IH; J=8.4 Hz), 8.18 (s; 2H), 8.02 (d; IH; 
J=8.4 Hz), 7.99 (s; IH), 7.80 (s; IH), 7.62 (d; IH; J=8.4 Hz), 7.38 (d; IH; J=8.4 Hz), 7.30 (s; 
IH), 7.10 (t; IH; J=8.4 Hz), 7.00 (t; IH; J=8.4 Hz), 4.40 (m; IH), 4.21 (m; IH), 3.88 (m; IH), 
3.18 (m;2H), 2.13 (s;3H). 



Example 370 

fl60-l-(l//-Indol-3-vImethyl)-2-r5-(3-vinyl-isoquinolin-6-yl)-pyridin-3-yloxvl-ethylamine 
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MS (DCI/NH3) m/e 421 (M+1)*;.'H NMR (300 MHz, D6-DMSO) 5 = 1 1.04 (s; IH), 9.36 (s; 
IH), 8.71 (s; IH), 8.42 (s; IH), 8.28 (s;lH), 8.25 (d; IH; J=9.0 Hz), 8.18 (s; 2H), 8.00 (d; IH; 
J=9.0-Hz), 7.85 (s; IH), 7.81 (s; IH), 7.63 (d; IH; J=8.4 Hz), 7.38 (d; IH; J=8.4 Hz), 7.29 (s; 
IH), 7.10 (t; IH; J=8.4 Hz), 7.01 (t; IH; J=8.4 Hz), 6.98 (dd; IH; J=17.4 Hz; J=12.0 Hz), 6.40 
5 (d; IH; J=17.4 Hz), 5.50 (d; IH; J=12.0 Hz), 4.40 (m; IH), 4.21 (m; IH), 3.88 (m; IH), 3.18 
(m; 2H). 

Example 371 

(l.y)-6-| 5-r2-Amino-3-( lij-indol-3-yl)-propoxv1-pvridin-3-y U -isoquinoline-3-carbonitrile 

10 

Example 371 A 

(l.S)-r2-r5-(3-Cyano-isoquinolin-6-vl)-pyridin-3-yloxvl-l-(l//-indol-3-vlmethyl)- 
ethyll-carbamic acid tert-hutyl ester 
The desired product was obtained by substituting Example 80E for example 363A in 
15 Example 363B. 

Example 371B 

(liS^-6-{5-r2-Amino-3-(lJy-indol-3-yl)-propoxy1-pvridin-3-vU-isoquinoline-3-carbonitrile 

The desired product was obtained as trifluoroacetic acid salt by substituting Example 371A 

20 for Example 27B in Example 27C. MS (DCI/NH3) m/e 420 (M+1)'^;.'H NMR (300 MHz, 
D6-DMSO) 5 = 11.04 (s; IH), 9.52 (s; IH), 8.75 (s; IH), 8.64 (s; IH), 8.47 (s;2H), 8.42 (d; 
IH; J=6.0 Hz), 8.26 (m; 3H), 7.84 (s; IH), 7.62 (d; IH; J=6.0 Hz), 7.38 (d;lH; J=6.0 Hz), 7.31 
(s; IH), 7.10 (t; IH; J=6.0 Hz), 7.00 (t; IH; J=6.0 Hz), 4.40 (m; IH), 4.22 (m IH), 3.88 (m; 
IH), 3.18(m;2H). 

25 Example 372 

(15^-l-(ljy-Indol-3-ylmethyl)-2-(5-isoquinolin-6-vl-6-vinyl-pvridin-3-yloxv)-ethylamine 
The desired product was prepared as the trifluoroacetate by substituting tributylvinyltin for 
tributylphenyltin and Example 363A for Example 80E in Example 364. MS (APCI) m/z 420 
(M+1)*; 'H NMR (300 MHz, CD3OD) 6 3.30 (m, 2 H), 3.98 (m, 1 H), 4.24 (dd,J=10.51, 5.76 

30 Hz, 1 H), 4.38 (dd, J=10.51, 3.05 Hz, 1 H), 5.39 (dd, J=10.85 1.70 Hz, 1 H), 6.24 (dd, 

J=16.95, 1.70 Hz, 1 H), 6.66 (dd,J=17.12, 10.68 Hz, 1 H), 7.00 (dd, J=6.78, 6.10 Hz, 1 H), 
7.09 (t, J=7.63 Hz, 1 H), 7.22 (s, 1 H), 7.35 (d, >=8.14 Hz, 1 H), 7.40 (d/=2.71 Hz, 1 H), 7.57 
(d, J=7.80 Hz, 1 H), 7.95 (dd, J=8.48, 1.70 Hz, 1 H), 8.22 (s, 1 H), 8.45 (d, ^7.46 Hz, 1 H), 
8.45 (s, 1 H), 8.56 (d, ^8.81 Hz, 1 H), 8.64 (d,7=6.44 Hz, 1 H), 9.79 (s, 1 H); Anal. Calcd 

35 for C27H24N40-4 TEA: C, 47.96, 322; N, 6.39. Found: C, 48.02; H, 3.00; N, 6.07. 

Example 373 

(l.S^-2-(6-Ethynyl-5-isoquinolin-6-vl-pyridin-3-yloxy)-l-(lif-indol-3-ylmethyn-ethvlamine 
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The desired product was prepared as the trifluoroacetate by substituting tributylethynyltin for 
tributylphenyltin and Example 363 A for Example 80E in Example 364. MS (APCI) m/z 419 
(M+1)^; 'H NMR (300 MHz, CD3OD) 5 3.31 (m, 2 H), 3.67 (s, 1 H), 3.99 (m, 1 H), 4.28 (dd, 
(J=10.74, 5.83 Hz, 1 H), 4.42 (dd, J=10.74, 3.07 Hz, 1 H), 7.00 (t/=7.06 Hz, 1 H), 7.09 1, 
^7.21 Hz, 1 H), 7.23 (s, 1 H), 7.35 (d, J=8.29 Hz, 1 H), 7.55 (m, 1 H), 7.56 (d, J=7.98 Hz, 1 
H), 8.19 (dd, J=8.59, 1.53 Hz, 1 H), 8.42 (s, 2 H), 8.47 (d, ^6.44 Hz, 1 H), 8.56 (d, ^8.59 
Hz, 1 H), 8.63 (d, J=6.44 Hz, 1 H), 9.79 (s, 1 H); Anal. Calcd for C27H2^f40-2.9 TFA: C, 
52.59; H, 3.35; N, 7.48. Found: C, 52.52; H, 3.44; N, 7.01. 

Example 374 

(l.S)-2-(6-Furan-2-yl-5-isoquinolin-6-vl-pvridin-3-vloxv')-l-(l/f-indol-3-vlmethvn- 

ethylamine 

The desired product was prepared as the trifluoroacetate by substituting tributylethynyltin for 
tributylstannylfuran and Example 363A for Example 80E in Example 364. MS (APCI) m/z 
461 (M+lf ; 'H NMR (300 MHz, CD3OD) 5 3.30 (m, 2 H), 3.98 (m, 1 H), 4.25 (dd, 
J=10.51, 5.76 Hz, 1 H), 4.40 (dd,^10.51, 3.05 Hz, 1 H), 6.39 (dd, J=3.39, 1.70 Hz, 1 H), 
6.44 (d, ^4.41 Hz, 1 H), 7.00 (dd, ^7.80, 7.12 Hz, 1 H), 7.09 (t, J^6.78 Hz, 1 H), 7.21 (s, 1 
H), 7.28 (d, ^1.70 Hz, 1 H), 7.37 (d, ^8.14 Hz, 1 H), 7.47 (d, >2.71 Hz, 1 H), 7.57 (d, 
J=7.80 Hz, 1 H), 7.80 (dd,y=8.65, 1.53 Hz, 1 H), 8.21 (s, 1 H), 8.42 (d, 3-6.1% Hz, 1 H), 
8.46 (d, ^7.12 Hz, 1 H), 8.48 (s, 1 H), 8.62 (d, J=6.44 Hz, 1 H), 9.77 (s, 1 H); Anal. Calcd 
for C29H24N4O2-3.9 TFA: C, 48.83; H, 3.11; N, 6.19. Found: C, 48.86; H, 3.31; N, 6.18. 

Example 375 

( liS^-l -( l/f-Indol-3-ylmethyl)-2-(5-isoquinolin-6-yl-6-phenylethynyl-pyridin-3-vloxy)- 

ethylamine 

The desired product was prepared as the trifluoroacetate by substituting 
tributyl(phenylethynyl)tin tributylphenyltin and Example 363A for Example 80E in Example 
364. MS (APCI) m/z 495 (M+1)^; >H NMR (300 MHz, CD3OD) 5 3.30 (m, 2 H), 4.02 (m, 1 
H), 4.30 (dd, J=10.51, 5.76 Hz, 1 H), 4.44 (dd, ^10.51, 3.05 Hz, 1 H), 7.01 (t, J=7.46 Hz, 1 
H), 7.11 (t, J-=7.46 Hz, 1 H), 7.24 (s, 1 H), 7.29 (m, 5 H), 7.36 (d,y=8.14 Hz, 1 H), 7.61 (d, 
J=2.71 Hz, 1 H), 7.59 (d, J=7.80 Hz, 1 H), 8.24 (dd,y=8.65, 1.53 Hz, 1 H), 8.38 (d, .^6.44 
Hz, 1 H), 8.46 (d, J=2n\ Hz, 1 H), 8.46 (s, 1 H), 8.55 (d,y=8.81 Hz, 1 H), 8.62 (d, J=6.44 
Hz, 1 H), 9.72 (s, 1 H); Anal. Calcd for C33H26N4O.2.3 TFA: C. 59.67; H, 3.77; N. 7.40. 
Found: C. 59.61; H, 4.04; N, 7.36. 

Example 376 

6-{5-r(2.$^-2-Ami no-3-(lff-indol-3-yl)-propoxyl-pyridin-3-yU-isoquinolin-5-ylamine 
The desired product was prepared as the trifluoroacetate by substituting 5-amino-6- 
bromoisoquinoline for 6-bromophthalimide in Example 32. MS (APCI) m/z 410 (M+l)"; 'H 
NMR (300 MHz, CD3OD) 5 3.32 (m, 2 H), 4.00 (m, 1 H), 4.27 (dd, ^10.51, 5.76 Hz, 1 H). 
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4.44 (dd, ^10.51, 3.39 Hz, 1 H), 7.01 (t, J=7.46 Hz, 1 H), 7.10 (t,y=7.46 Hz, 1 H), 7.24 (s, 1 
H), 7.36 (d, ^7.80 Hz, 1 H), 7.59 (d, .>^7.80 Hz, 1 H), 7.67 (d, >8.14 Hz, 1 H), 7.73 (s, 1 
H), 7.80 (d, >=8.48 Hz, 1 H) 8.45 (s, 2 H), 8.50 (d, >6.78 Hz, 1 H), 8.66 (d, o^6.78 Hz, 1 H), 
9.60 (s, 1 H); Anal. Calcd for C25H23N3O-3.3 TFA: C, 48.30; H, 3.37; N, 8.91. Found: C, 
5 48.35; H, 3.44; N, 8.91. 

Example 377 

a6^-l-ai¥^-Indol-3-vImethvlV2-r5-f8-methvl-isoquinoiin-6-vlVpvridin-3-vloxv1-ethvlamine 
The desired product was prepared as the trifluoroacetate by substituting 6-bromo-8-methyl- 
isoquinoline for 6-bromophthalimide in Example 32. MS (APCI) m/z 409 (M+1)*; NMR 

10 (300 MHz, CD3OD) 5 2.91 (s, 3 H), 3.32 (m, 2 H), 4.02 (m, 1 H), 4.32 (dd,J=10.51, 5.76 Hz, 
1 H), 4.47 (dd, J=10.51, 3.39 Hz, 1 H), 7.02 (t, >7.46 Hz, 1 H), 7.1 1 (t, >7.63 Hz, 1 H), 
7.25 (s, 1 H), 7.37 (d, .^=8.14 Hz, 1 H), 7.60 (d, J=8.14 Hz, 1 H), 7.91 (dd, 7=8.31, 4.92 Hz, 1 
H), 7.96 (d, .^1.70 Hz, 1 H), 8.15 (s, 1 H), 8.31 (d, J=2.03 Hz, 1 H), 8.46 (s, 1 H), 8.74 (s, 1 
H), 8.87 (dd, ..^8.48, 1.70 Hz, 1 H), 9.08 (dd, ^4.92, 1.53 Hz, 1 H); Anal. Calcd for 

15 Q6H24N4O-3.5 TFA: C, 49.08; H, 3.43; N, 6.94. Found: C, 49.23; H, 3.24; N, 6.87. 

Example 378 

a.S^-2-r5-f4-Chloro-thienor2,3-c1pvridin-2-vn-pvridin-3-vloxv1-l-(l//^indol-3-vlmethvl')- 

ethylamine 

The title compound was prepared by substituting 4-chIorothieno[2,3-c]pyridine for 
20 thieno[2,3-c]pyridine in Example 38. MS (APCI) m/z 435 (M+l)""; 'H NMR (300 MHz, 

CD3OD) 5 3.31 (m, 2 H), 4.01 (m, 1 H), 4.29 (dd,y=10.51, 5.76 Hz, 1 H), 4.44 (dd, J=10.51, 
3.05 Hz, 1 H), 7.04 (t, J=8.14 Hz, 1 H), 7.12 (t, 7=6.95 Hz, 1 H), 7.25 (s, 1 H), 7.39 (d, 
7=8.14 Hz, 1 H), 7.61 (d,7=7.80 Hz, 1 H), 7.84 (t, J=2.71 Hz, 1 H), 8.04 (s, 1 H), 8.42 (d, 
7=2.03 Hz, 1 H), 8.51 (s, 1 H), 8.72 (s, 1 H), 9.13 (s, 1 H); Anal. Calcd for 
25 C23H,5ClN40S-2.8 TFA: C, 45.55; H, 2.91; N, 7.43. Found: C, 45.42; H, 2.70; N, 7.28. 

Example 379 

(16^-l-(l/f-Indol-3-vhnethvn-2-r5-(4-phenvl-thienor2.3-c1pvridin-2-vn-pvridin-3-vloxv1- 

ethylamine 

The title compound was prepared by substituting 4-phenylthieno[2,3-c]pyridine for 
30 thieno[2,3-c]pyridine in Example 38. MS (APCI) m/z 477 (M+1)*; 'H NMR (300 MHz, 

CD3OD) 5 3.31 (m, 2 H), 4.00 (m, 1 H), 4.26 (dd,7=10.51, 5.76 Hz, 1 H), 4.41 (dd,7=10.51, 
3.39 Hz, 1 H), 6.99 (t,7=6.95 Hz, 1 H), 7.10 (t, 7=7.12 Hz, 1 H), 7.22 (s, 1 H), 7.36 (d, 
7=7.80 Hz, 1 H), 7.57 (d,7=7.80 Hz, 1 H), 7.65 (m, 3 H), 7.73 (t, >2.03 Hz, 1 H), 7.76 (d, 
7=1.70 Hz, 1 H), 7.84 (m, 1 H), 8.11 (s, 1 H), 8.46 (s, 1 H), 8.62 (s, 1 H), 8.74 (s, 1 H)9.52 
35 (s, 1 H);. Anal. Calcd for Cj9H24N40S-2.8 TFA: C, 52.22; H, 3.39; N, 7.04. Found: C, 52.1 1; 
H, 3.13; N, 6.91. 

Example 380 
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(15^-l-(ljj'-Indol-3-vlmethvn-245-(4-phenoxv>-thienor2J-c1pvrid 

ethylamine 

The title compound was prepared by substituting 4-phenoxythieno[2,3-c]pyridine for 
thieno[2,3-c]pyridine in Example 38. MS (APCI) m/z 493 (M+1)^; NMR (300 MHz, 
CP3OD) 5 3.30 (m, 2 H), 4.01 (m, 1 H), 4.27 (dd^J^lO.Sl, 5.76 Hz, 1 H), 4.42 (dd, J=10.51, 
3.05 Hz, 1 H), 7.03 (t, J=7.46 Hz, 1 H), 7.11 (t, y=7,46 Hz, 1 H), 7.24 (s, 1 H), 7.25 (d, 
•7=8.82 Hz, 1 H), 7.33 (t, J=7.46 Hz, 2 H), 7.38 (d, J=7.80 Hz, 1 H), 7.52 (t, 7=7.97 Hz, 2 H), 
7.60 (d, J=7.80 Hz, 1 H), 7.85 (s, 1 H), 8.00(s, 1 H), 8.16 (s, 1 H), 8.44 (d,y=2.03 Hz, 1 H), 
8.72 (s, 1 H), 9.17 (s, 1 H). 

Example 381 

(16^-l-(l/^Indol-3-vlmethvlV245-(4--vinvl4hienor2,3-clpyridin-2-ylVpy 

ethylamine 

Example 381 A 

. (IS)- r245-f4-Chloro-thienor2.3-c1pyridm-2-yn-pyridin-3-yloxy1-l-a/y-in 

ethylVcarbamic acid fer/-butyl ester 
The title compound was prepared by substituting 4-chIorothieno[2,3-c]pyridine for 
thieno[2,3-c]pyridine in Example 38. MS (APCI) m/z 535 (M+l)-". 

Example 38 IB 

(16^-{l-(ljy-Indol-3-ylmethyl)-245-(4-vinyl-thienor2,3-c1pyridin-2-yl)-pyridin-^ 

ethyl }-carbamic acid /er/-butyl ester 
A 25 mL RBF was charged with Example 381A (102 mg, 0.19 mmol), Pd2(dba)3 (18 mg, 
0.019 mmol), and 2-dicyclohexylphosphino-2'-(N,N-dimethylamino)biphenyl (15 mg, 0.038 
mmol), and was purged with N2. Anhydrous DMF (5 mL), tributylvinyltin (1 1 IfxL, 0.38 
mmol) and EtgN (80 jliL) were added via syringe. The solution was purged with again and 
was heated at 70 °C for 20 h. After cooled, ethyl acetate (50 mL) was added. The mixture 
was washed with brine (50 mL) and water (50 mL). The ethyl acetate solution was 
concentrated, and the residual oil was separated by flash chromatography (A: 2:1 
EtOAc/hexane, 0-15% CH3OH in A) to give the desired product (72 mg, 72%). MS (APCI) 
m/z527(M+l)^ 

Example 38 IC 

(l»S^-l-(ljy-Indol-3-vlmethyl)-2-r5-(4-vinvl-thienor23-c1pyridin-2-yn-pyridin-3-yl^ 

ethylamine 

The desired product was prepared as the trifluoroacetate by substituting Example 38 IB for 
Example 27B in Examples 27C. MS (APCI) m/z 427 (M+l)*"; 'H NMR (300 MHz, CD3OD) 
5 3.32 (m, 2 H), 4.03 (m, 1 H), 4.30 (dd, ^10.51, 5.76 Hz, 1 H), 4.46 (dd, >10.51, 3.39 Hz, 
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1 H), 5.84 (d, J=l 1.19 Hz, 1 H), 6.26 (d, J=17.29 Hz, 1 H), 7.03 (t, ^7.46 Hz, 1 H), 7.12 (t, 
J=7.63 Hz, 1 H), 7.25 (s, 1 H), 7.35 (d, ^10.85 Hz, 1 H), 7.41 (d, >10.85 Hz, 1 H), 7.60 (d, 
■ y-7.80 Hz, 1 H), 7.90 (m, 1 H), 8.44 (s, 1 H), 8.49 (d,J=2.37 Hz, 1 H), 8.79 (s, 2 H), 9.42 (s, 
1 H); Anal. Calcd for C25H22N4OS-3.2 TFA: C, 47.65; H, 3.21; N, 7.08. Found: C, 47.74; H, 
5 3.13; N, 6.96. 

Example 382 

(liS^-2-r5-(4-Ethyl-thienor2,3-c1pyridin-2--yl)-pyridin->3-vloxy1-l-(li^^ 

ethylamlne 

To a solution of Example 381 A (50 mg, 0,063 mmol) in methanol (4 mL) was added 
10 triethylamine (56 |iiL) and 10% Pd/C (20 mg) under nitrogen. The suspension was purged 

with H2 (balloon) and was stirred at rt for 6 h. The solid material was filtered off. The filtrate 
was concentrated and the residue was purified by HPLC (Zorbax, C-18, 250x2.54 column. 
Mobile phase A: 0.1% TFA in H2O; B: 0.1% TFA in CH3CN; 0-100% gradient) to provide 
the title compound (37.2 mg, 74%). MS (APCI) m/z 429 (M+1)^;^H NMR (300 MHz, 
15 CD3OD) 5 1.46 (t, J=7.46 Hz, 3 H), 3.23 (q, J=7.46 Hz, 2 H), 3.36 (m, 2 H), 4.03 (m, 1 H), 
4.31 (dd, ^10.51, 5.76 Hz, 1 H), 4.47 (dd, ^10.51, 3.39 Hz, 1 H), 7.02 (t, J=7.46 Hz, 1 PI), 
7.12 (t, J-7.46 Hz, 1 H), 7.25 (s, 1 H), 7.38 (d, >8.14 Hz, 1 H), 7.60 (d, >7.80 Hz, 1 H), 
7.92 (t, J=2.03 Hz, 1 H), 8.39 (s, 1 H), 8.49 (s, 1 H), 8.49 (d, ^3.05 Hz, 1 H), 8.81 (d, 7=1.70 
Hz, 1 H), 9.45 (s, 1 H); Anal. Calcd for C2jtl24N40S-3.3 TFA: C, 47.16; H, 3.42; N, 6.96. 
20 Found: C, 47.03; H, 3.34; N, 6.96. 

Example 383 

(liS^-(2-{5"r2-AminO"3~(lij~indol"3-yl)"propoxy1-pyridin-3-yl}-thienor23"Clpyridin-4"yl^^ 

phenyl-amine 

25 Example 3 83 A 

(16^-(l-(lJ/-Indol-3-ylmethyl)-245-(4-phenylamino-thienor2J-c1pyridin-2-y 

yloxyVethyll-carbamic acid tert-hutyl ester 
A 25 mL RBF was charged with Example 381A (100 mg, 0.186 mmol), Pd2(dba)3 (17 mg, . 
0.0186 mmol), and l,3-bis(2,6-di-i-propylphenyl)imidazolium chloride (Nolan hgand) (16 

30 mg, 0.0372 mmol), and was purged with N2. Anhydrous dioxane (3 mL), aniline (21 mg, 

0.224 mmol) and potassium /e7-/-butoxide (1.0 M solution in THF, 0.279 mL) were added via 
syringe. The solution was purged with N2 again, and was heated at 100°C for 20 h. After 
cooled, ethyl acetate (50 mL) was added, and the mixture was washed with brine (50 mL) and 
water. The EtOAc solution was concentrated, and the residue was separated by flash 

35 chromatography (30-80% EtOAc in hexane) to provide the desire product (34 mg, 31%). MS 
(APCI) m/z 592 (M+l)\ 

Example 3 83B 
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(15^-(2-(5-r2-Amino -3-(lij^-indol-3-vlVpropoxv1-pvridm-3-vl>-thienor2,3-c1pvridin-4-vn- 

phenyl-amine 

The desired product was prepared as the trifluoroacetate by substituting Example 3 83 A for 
Example 27B in Examples 27C. MS (APCI) m/z 492 (M+1)*; 'H NMR (300 MHz, DMSO- 
dg) 5 3.19 (d,y=7.12 Hz, 2 H), 3.88 (m, 1 H), 4.20 (dd, J^10.51, 5.42 Hz, 1 H), 4.38 (d, 
^=10.51 Hz, 1 H), 7.01 (t, y=7.46 Hz, 1 H), 7.1 1 (m, 3 H), 7.38 (m, 6 H), 7.62 (d, J=8.14 Hz, 
1 H), 7.78 (s, 1 H), 8.22 (s, 2 H), 8.29 (s, 1 H), 8.47 (s, 1 H), 8.74 (s, 1 H), 8.98 (s, 1 H), 9.06 
(s, 1 H), 1 1.04 (s, 1 H); Anal. Calcd for C^fi^T^^sOS'S TFA: C, 50.42; H, 3.39; N, 8.40. 
Found: C, 50.40; H, 3.58; N, 8.23. 

Example 384 

5-{5-r(2^-2-Amino- 3-(li/-indol-3-yn-propoxv1-pvridin-3-yl>-3.3-difluoro-1.3-dihvdro- 

indol-2-one 

The desired product was prepared as the trifluoroacetate by substituting 5-Bromo-3,3- 
difluoro-l,3-dihydro-indol-2-one for 6-bromophthalimide in Example 32. MS (APCI) m/z 
435 (M+lT; 'HNMR (300 MHz, CD30D)5 3.36 (m, 2 H), 4.01 (m, 1 H), 4.26 (dd,7=10.51, 
5.76 Hz, 1 H), 4.43 (dd,y=10.51, 3.05 Hz, 1 H), 7.03 (t,>=7.46 Hz, 1 H), 7.13 (t, ^7.46 Hz, 
2 H), 7.24 (s, 1 H), 7.39 (d, J=8.14 Hz, 1 H), 7.60 (d, J=8.14 Hz, 1 H), 7.79 (m, 2 H), 7.90 (d, 
J=1.70 Hz, 1 H), 8.36 (d, J=2.03 Hz, 1 H), 8.56 (s, 1 H); Anal. Calcd for C24H20F2N4O2-2.5 
TFA: C, 48.41; H, 3.15; N, 7.79. Found: C, 48.66; H, 3.20; N, 7.82. 

Example 385 

6-{5-r(2.y)-2-Amino- 3-(l.y-indol-3-yn-propoxy1-pvridin-3-vU-3H-oxazolor4.5-Z>1pyridin-2- 

one 

The desired product was prepared as the trifluoroacetate by substituting 6-Bromo-3i?- 
oxazolo[4,5-6]pyridin-2-one for 6-bromophthaIimide in Example 32. MS (APCI) m/z 402 
(M+1)*; 'HNMR (300 MHz, CD30D)5 3.34 (m, 2 H), 4.00 (m, 1 H), 4.28 (dd,J=10.51, 5.76 
Hz, 1 H), 4.42 (dd, J=10.51, 3.05 Hz, 1 H), 7.02 (t, >7.46 Hz, 1 H), 7.12 (t,/=7.63 Hz,-1 H). 
7.23 (s, 1 H), 7.38 (d, J^8.14 Hz, 1 H), 7.59 (d, y=7.80 Hz, 1 H), 7.74 (d,y=1.70 Hz, 1 H), 
7.83 (d, .^=1.70 Hz, 1 H), 8.33 (d, .>=2.03 Hz, 1 H), 8.38 (d, ^2.37 Hz, 1 H), 8.55 (s, 1 H); 
Anal. Calcd for C^H^^-MsO^-l.e TFA: C, 46.81; H, 3.12; N, 10.04. Found: C, 46.67; H, 2.98; 
N, 9.89. 

Example 386 

M-(5-Isoquinolin-6-yl-pyridin-3-yl)-ethane-1.2-diamine 

Example 386A 

r2-(5-Bromo-pyridin-3-ylamino)-ethyll-carbamic acid /gr/-butyl ester 
A 50 mL RBF was charged with 3,5-dibromopyridine (3.70 g, 15.6 mmol), /-butyl N-(2- 
aminoethyl)carbamate (2.50 g, 15.6 mmol), Pd2(dba)3 (714 mg, 0.78 mmol), (I^-BINAP 
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(1.46 g, 2.34 mol) and CS2CO3 (7.62 g, 23 A mmol), and was purged with N2. Anhydrous 
toluene (120 mL) was added via syringe. The solution was purged with N2 again, and was 
heated at 100 °C overnight. After cooled, ethyl acetate (500 mL) was added and the mixture 
was washed with water. The EtOAc solution was concentrated and the residue was separated 
5 by flash chromatography (20-80% EtOAc in hexane) to provide the desried product (2.1 
43%). MS(DCl)m/z316,318(M+l)^ 

Example 386B 

r2-(5-Isoquinolin-6-vl-pyridin-3-ylamino)"ethyI1"Carbamic acid /er/-butyl ester 
10 The desired product was prepared by substituting Example 386A for Example 2 A in Example 
27B. MS (APCI) m/z 365 (M-l-1)^ 

Example 386C 
M -(5 -Isoquinolin-6-vl"py ridin-3 -y IVethane- 1 ,2-diam ine 
The desired product was prepared as the trifluoroacetate by substituting Example 386B for 
15 Example 27B in Examples 27C. MS (APCI) m/z 265 (M+1)";^H NMR (300 MHz, CDjOD) 
5 3.26 (t, J^5.76 Hz, 2 H), 3.70 (t, J=5.76 Hz, 2 H), 8.10 (s, 1 H), 8.25 (s, 1 H), 8.33 (d, 
J-8.82 Hz, 1 H), 8.45 (d, J=6.44 Hz, 1 H), 8.56 (s, 1 H), 8.63 (m, 3 H), 9.76 (s, 1 H). 

Example 387 

Naphthalene-2-sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6-yl-pyridin-3-yl)-amide 

20 

Example 387A 

(2-r(5-Isoquinolin-6-yl-pyridin-3-yl)-(naphthalene-2-sulfonyl)-aminol-ethvll-carbamic acid 

tert^hutyl ester 

To a solution of Example 386B (70 mg, 0.192 mmol) in pyridine (3 mL) was added 2- 
25 naphthalenesulfonyi chloride (87 mg, 0.384 mmol) at rt. The formed yellow solution was 
stirred at rt for 15 h. Pyridine was removed under reduced pressure and the residual oil was 
purified by flash chromatography (0-15% CH3OH in 2:1 EtOAc/hexane) to provide the desire 
product (69 mg, 65%). MS (APCI) m/z 555 (M+l^. 

Example 387B 

30 Naphthalene-2-sulfonic acid (2-amino-ethyl)-(5~isoquinolin-6-yl-pyridin-3-yl)-amide 

The desired product was prepared as the trifluoroacetate by substituting Example 387B for 
Example 27B in Examples 27C. MS (APCI) m/z 455 (M+1)^; ^H NMR (300 MHz, CD3OD) 
5 3.17 (t, ..^5.76 Hz, 2 H), 4.09 (t, J=5.43 Hz, 2 H), 7.66 (t, J=6.78 Hz, 1 H), 7.75 (t, J=7.46 
Hz, 1 H), 7.99 (m, 2 H), 8.06 (m, 3 H), 8.13 (d, >8.82 Hz, 1 H), 8.26 (m, 2 H), 8.31 (s, 1 H), 

35 8.47 (d, J^8.48 Hz, 1 H), 8.59 (m, 2 H), 9.08 (d, J=2.03 Hz, 1 H), 9.69 (s, 1 H). 

Example 388 

Naphthalene- 1 -sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6"yl"Pyridin-3-yl)"amide 
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The desired product was prepared as the trifluoroacetate by substituting 1- 
naphthalenesulfonyl chloride for 2-naphthaIenesulfonyl chloride in Examples 387. MS 
(APCI) m/z 455 (M+1)^; 'H NMR (300 MHz, CD3OD) 5 3.14 (t, 7=5.76 Hz, 2 H), 4.04 (t, 
y=5.76 Hz, 2 H), 7.33 (t, J=7.46 Hz, 1 H), 7.51 (t, J=7.12 Hz, 1 H), 7.70 (t, ^8.14 Hz, 1 H), 
5 . 7.85 (t, J=2.20 Hz, 1 H), 7.92 (dd, J=8.48, 1.70 Hz, 1 H), 8.04 (dd, J=8.31, 3.56 Hz, 2 H), 
8.15 (s, 1 H), 8.29 (d, >4.75 Hz, 1 H), 8.31 (d, J=5.42 Hz, 2 H), 8,47 (d,J=8.48 Hz, 1 H), 
8.60 (d, ^6.44 Hz, 1 H), 8.63 (d, JM1.31 Hz, 1 H), 9.03 (d, .^=2.03 Hz, 1 H), 9.67 (s, 1 H). 

Example 389 

5-Dimethylamino-naphthalene-l -sulfonic acid (2-amino-ethvl')-(5-isoquinolin-6-yl-pyridin-3- 

10 yl)-amide 

The desired product was prepared as the trifluoroacetate by substituting dansyl chloride for 2- 
naphthalenesulfonyl chloride in Example 387. MS (APCI) m/z 498 (M+l)"; 'H NMR (300 
MHz, CD3OD) 6 2.81 (s, 6 H), 3.16 (d, J=5.76 Hz, 2 H), 4.06 (d,J=5.76 Hz, 2 H), 7.16 (d, 
J=l.\2 Hz, 1 H), 7.25 (t, J=7.80 Hz, 1 H), 7.67 (dd, J=8.48, 7.80 Hz, 1 H), 7.75 (d,^8.48 

15 Hz, 1 H), 7.85 (t,y=2.20 Hz, 1 H), 7.98 (dd,>=8.48, 1.70 Hz, 1 H), 8.29 (d, ^7.12 Hz, 1 H), 
8.30 (s, 1 H), 8.43 (d, >6.44 Hz, 1 H), 8.53 (d, 7=8.82 Hz, 1 H), 8.64 (m, 3 H). 9.03 (d, 
J=2.03 Hz, 1 H), 9.76 (s, 1 H); Anal. Calcd for CJ^^^^^s02^'4 TFA: C, 45.34; H, 3.28; N, 
7.34. Found: C, 45 . 28; H, 3.1 1;N, 7.23. 

Example 390 

20 Quinoline-5-sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6-yl-pyridin-3-yl)-amide 

The desired. product was prepared as the trifluoroacetate by substituting 8-quinolinesulfonyl 
chloride for 2-naphthalenesulfonyl chloride in Example 387. MS (APCI) m/z 456 (M+l)""; 
'H NMR (300 MHz, CD3OD) 5 3.29 (t, J=5.43 Hz, 2 H), 4.57 (t, >5.43 Hz, 2 H), 7.65 (t, 
J=7.46 Hz, 1 H), 7.76 (dd, J=8.48, 4.41 Hz, 1 H), 8.12 (dd,.>=8.48, 1.70 Hz, 1 H), 8.18 (t, 

25 y=2.03 Hz, 1 H), 8.29 (s, 1 H), 8.31 (d, .^7.12 Hz, 1 H), 8.33 (dd, J^7.46, 1.36 Hz, 1 H), 

8.41 (s, 1 H), 8.42 (d, >7.80 Hz, 1 H), 8.55 (d, .^=8.82 Hz, 1 H), 8.56 (dd, J=8.31, 1.87 Hz, 1 
H), 8.62 (d, .^=6.44 Hz, 1 H), 8.95 (d, ^1.70 Hz, 1 H), 9.08 (dd, .>4.41, 1.70 Hz, 1 H), 9.74 
(s, 1 H); Anal. Calcd for C25H2,N502S-3.3 TFA; C, 45.63; H, 2.94; N, 8.42. Found: C, 45.70; 
H, 2.64; N, 8.18. 

30 Example 391 

Biphenyl-4-sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6-yl-pyridin-3-yl)-amide 
The desired product was prepared as the trifluoroacetate by substituting biphenyl-4-sulfonyl 
. chloride for 2-naphthalenesulfonyl chloride in Example 387. MS (APCI) m/z 481 (M+1)*; 
'H NMR (300 MHz, CD3OD) 5 3.16 (t, 7=5.76 Hz, 2 H), 4.10 (t, >5.76 Hz, 2 H), 7.49 (m, 3 

35 H), 7.68 (d, ^8.14 Hz, 2 H), 7.72 (d, >8.82 Hz, 2 H), 7.89 (d, >8.48 Hz, 2 H), 8.07 (t, 
J=2.03 Hz, 1 H), 8.22 (dd, 7=8.48, 1.70 Hz, 1 H), 8.29 (d, J=6.44 Hz, 1 H), 8.45 (s, 1 H), 
8.53 (d, .^8.82 Hz, 1 H), 8.57 (d, 7=6.44 Hz, 1 H), 8.63 (d, .^2.03 Hz, 1 H), 9.10 (d, 7=1.70 
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Hz, 1 H), 9.72 (s, 1 H); Anal. Calcd for C28H24N402S-3.1 TFA: C, 49.25; 3.27; N, 6.72. 
Found: Q 49.20; H, 3.24; N, 6.62. 

Example 392 

l-Methvl-lii/-imidazole-4-suIfonic acid (2-amino-ethvlV(5-isoquinolin"6"Vl-pyridin-3-yl)- 
5 amide 

The desired product was prepared as the trifluoroacetate by substituting 1-methylimidazole- 
4-sulfonyl chloride for 2-naphthalenesulfonyl chloride in Example 387. MS (APCI) m/z 409 
(M+l)-"; *H NMR (300 MHz, CD30D)5 3.19 (t, J=5.59 Hz, 2 H), 3.77 (s, 3 H), 4.18 (t, 
J=5.59 Hz, 2 H), 7.71 (s, 1 H), 7.89 (s, 1 H), 8.31 (m, 2 H), 8.50 (d/=6.44 Hz, 1 H), 8.57 (d„_ 
10 y=8.14 Hz, 1 H), 8.59 (s, 1 H), 8.62 (d, >8.48 Hz, 1 H), 8.64 (d, J=6.44 Hz, 1 H), 9.07 (d, 
J=2.03 Hz, 1 H), 9.78 (s, 1 H); Anal. Calcd for C2^l2oN602S-3.8 TFA: C, 39.38; H, 2.85; N, 
9.98. Found: C, 39.35; H, 2.73; N, 9.79. 

Example 393 

3"Amino-2"r5"(3-methyl-li/-indazol"5-yn-pyridin"3-yloxy1-propan"l-ol 

15 

Example 3 93 A 

r3-(ferr-Butyl-dimethyl--silanyloxy)-2-hydroxy-propyn-carbamic acid fer^butyl ester 
To a solution of /-butyl A^-(2,3-dihydroxypropyl)carbamate (9.0 g, 47 mmol) in CH2CI2 (75 
mL) was added t-butyldimethylsilyl chloride (7.80 g, 5i.7mmol), triethylamine (7.86 mL, 
20 56.4 mmol) and DMAP (230 mg). The solution was stirred at rt overnight. After diluting 
with CH2CI2 (50 mL), the solution was washed with water (2x100 mL), dried over MgS04 
and concentrated. The residual oil was distilled by Kugelrohr under vacuum to give the 
desired product (13.6 g, 95%). MS (DCI) m/z 306 (M+1)^ 

25 Example 393B 

r2"(5-Bromo-pyridin-3-vloxy)-3-(/er/"butyl-dimethyl-silanyloxy)-propyn-carbamic acid tert- 

butyl ester 

A 100 mL RBF was charged with 3-bromo-5-hydroxypyridine (949 mg, 5.45 mmol). 
Example 393 A (2,0 g, 6.45 mmol) and Ph3P (1,72 g, 6.54 mmol), and was purged with 
30 nitrogen. THF (22 mL) was added at 0°C. After stirring at 0°C for 10 min, DEAD (1 .03 mL, 
6.54 mmol) was added via syringe. The reaction mixture was stirred at 0°C for 1 h and at rt 
overnight. The reaction mixture was concentrated and the residue was separated by flash 
chromatography (5-30% EtOAc in hexane) to provide the desired product (1.76 g, 70%). MS 
(DCI) m/z 461, 463 (M+1)^ 



35 



Example 393C 
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5-|5-r2"fer/-Butoxvcarbonylamino-l-(/er^butyl-dimethvl-silanyloxvmeth^ 
pyridin"3-yl)"3-methyl-indazole'-l-carboxylic acid /gr/-butyl ester 
A 100 mL RBF was charged with Example 393B (1.60 g, 3.47 mmol), Example 203B (1.37 
g, 3.47 mmol), Pd2(dba)3 (318 mg, 0.347 mmol), and tri-o-tolylphosphine (318 mg), and was 
5 purged with N2. Anhydrous DMF (50 mL) and Et^ (1.45 mL) were added via syringe. The 
solution was purged with N2 again and was heated at 75 °C for 5 h. After cooled, ethyl 
acetate (200 niL) was added. The mixture was washed with brine (250 mL) and water (250 
mL). The ethyl acetate solution was concentrated and the residual oil was separated by flash 
chromatography (20-60% EtOAc in hexane) to give the desired product (1.51 g, 71%). MS 
10 (DCI)m/z613 (M+1)^ 

Example 393D 

5-r5-(2"/er/-Butoxycarbonylamino-l-hydroxymethyl-ethoxy)"pyridin-3-yll-3-methyl" 
indazole-l-carboxylic acid tert-hutyl ester 
15 To a solution of Example 393C (1.122 g, 1.83 mmol) in THF (20 mL) was added TBAF (1.92 
mL) at rt. The solution was stirred at rt for 1 h and was concentrated. The residual oil was 
separated by flash chromatography (0-15% CH3OH in 2:1 EtOAc/hexane) to give the title 
compound (0.82 g, 90%). MS (DCI) m/z 499 (M+l)-*^. 

Example 393E 

20 3-AminO"2-r5-(3-methyl-l/i/"-indazol-5-yl)-pyridin-3-yloxy1-propan"l-ol 

The desired product was prepared as HCl salt by substituting Example 393D for Example 
27B in Examples 27C. MS (APCI) ra/z 299 (M+1)^; NMR (300 MHz, DMSO-d^) 5 2.58 
(s, 3 H), 3.26 (m, 2 H), 3.68 (dd, >=12.21, 5.09 Hz, 1 H), 3.75 (dd, ^12.54, 4.75 Hz, 1 H), 
5.05 (m, J-4.07 Hz, 1 H), 7.62 (d,y=8.81 Hz, 1 H), 7.85 (dd, J=8.81, 1.70 Hz, 1 H), 8.35 (s, 

25 4 H), 8.52 (s, 1 H), 8.64 (d, J=2.37 Hz, 1 H), 8.90 (s, 1 H); Anal. Calcd for C16H18N4O2-3.2 
HCl: C, 46.31; H, 5.15; N, 13.50. Found: C, 46.46; H, 5.12; N, 13.42. 

Example 394 

2-r5-(3-Methyl-li/-indazol-5-yl)-pyridin-3-yloxy1-3-phenoxy-propylamine 

30 Example 394A 

5-r5-(2-/gr/-Butoxycarbonylamino-l"phenoxymethyl-ethQxy)"pyridin-3-yl1-3"methyl- 
indazole-l-carboxylic acid ferr-butyl ester 
A 25 mL RBF was charged with phenol (42 mg, 0.45 mmol), Example 393D (150 mg, 0.3 
mmol) and Ph^P (142 mg, 0.54 mmol), and was purged with nitrogen. THF (4 mL) was 
35 added at 0 °C. After stirring at 0°C for 10 min, DEAD (85 |iL, 0.54 mmol) was added via 
syringe. The reaction mixture was stirred at 0°C for 1 h and at rt overnight. The reaction 
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mixture was concentrated and the residue was separated by flash chromatography (20-60% 
EtOAc in hexane) to provide the desire product (163 mg, 95%). IVIS (DCI) m/z 575 (M+l)"". 

Example 394B 

2-r5-('3-Met hyl-liy-indazol-5-vn-pvridin-3-yloxv1-3-phenoxv-propvlamine 
The desired product was prepared as the trifluoroacetate by substituting Example 394A for 
Example 27B in Examples 27C. MS (APCI) m/z 375 (M+l)"'; 'H NMR (300 MHz, CD3OD) 
5 2.62 (s. 3 H), 3.58 (d,^5.76 Hz, 2 H), 4.34 (dd,y=11.19, 5.09 Hz, 1 H), 4.42 (dd,^l 1.19, 
3.73 Hz, 1 H), 5.33 (m, 1 H), 6.94 (m, 3 H), 7.26 (dd,^8.81, 7.46 Hz, 2 H), 7.62 (d,y=7.80 ' 
Hz, 1 H), 7.72 (dd, ^8.81, 1.70 Hz, 1 H), 8.09 (s, 1 H), 8.27 (s, 1 H), 8.52 (d,y=2.37 Hz, 1 
H), 8.75 (d, ^1 .36 Hz, 1 H); Anal. Calcd for C^H^.O^-l TFA: C, 51.83; H, 4.02; N, 9.30. 
Found: C, 51.97; H, 3.97; N, 9.41. 

Example 395 

2- r5-(3-Methvl-l.y- inda2ol-5-vn-pyridin-3-vloxv1-3-(naphthalen-2-vloxv)-propylamine 
The desired product was prepared as the trifluoroacetate by substituting 2-naphthoI for 
phenol in Examples 394. MS (APCI) m/z 425 (M+lf; 'H NMR (300 MHz, CD3OD) 5 2.56 
(s, 3 H), 3.62 (d,>=5.76 Hz, 2 H), 4.47 (dd,^l 1.19, 5.09 Hz, 1 H), 4.56 (dd,^l 1.19, 3.73 
Hz, 1 H), 5.36 (m, 1 H), 7.08 (dd, /=8.98, 2.54 Hz, 1 H), 7.28 (m, 1 H), 7.33 (d,>8.14 Hz, 1 
H), 7.40 (t, J=8.14 Hz, 1 H), 7.54 (d,/=8.48 Hz, 1 H), 7.62 (dd, J=10.17, 1.70 Hz, 1 H), 7.71 
(d, J=8.14Hz, 1 H), 7.72 (d,J=2.03 Hz. 1 H), 7.74 (s, 1 H), 8.00 (s, 1 H), 8.11 (m, 1 H), 8.50 
(d, J=2.37 Hz, 1 H), 8.68 (d, J=1.36 Hz, 1 H); Anal. Calcd for C2,H2,N402-2.8 TFA: C, 
51.03; H, 3.63; N, 7.53. Found: C, 51.18; H, 3.47; N, 7.55. 

Example 396 

3- (Biphenvl-4-yloxv)-2-r5- (3-methvl-l7j--indazoI-5-vn-pyridin-3-vloxv1-propvlamine 
The desired product was prepared as the trifluoroacetate by substituting 4-phenylphenpl for 
phenol in Examples 394. MS (APCI) m/z 452 (M+l)+; 'H NMR (300 MHz, CD3OD) 5 2.57 
(s, 3 H), 3.58 (d, y=6.10 Hz, 2 H), 4.39 (dd, J=11.19, 5.09 Hz, 1 H), 4.47 (dd,J'=11.53, 3.73 
Hz, 1 H), 5.30 (m, 1 H), 6.99 (d, J=8.81 Hz, 2 H), 7.27 (d, J=7.12 Hz, 1 H), 7.36 (t, J=7.46 
Hz, 2 H), 7.51 (m, 4 H), 7.57 (d,J=8.48 Hz, 1 H), 7.67 (dd, J=8.81, 1.70 Hz, 1 H), 8.03 (s, 1 
H), 8.09 (dd, ^4.41, 2.37 Hz, 1 H), 8.49 (d, J^2.37 Hz, 1 H), 8.69 (s, 1 H); Anal. Calcd for 
C^gH^^NPz-S.? TFA: C, 50.67; H, 3.61 ; N, 6.87. Found: C, 50.77; H, 3.5 1 ; N, 6.64. . 

Example 397 

2-r5-(3-Methyl-l/y-indazol-5-vl )-pvridin-3-vloxv1-3-fauinolin-7-vloxv)-propvlamine 
The desired product was prepared as the trifluoroacetate by substituting 7-hydroxyquinoline 
for phenol in Examples 394. MS (APCI) m/z 426 (M+1)^; 'H NMR (300 MHz, CD,OD) 5 
2.59 (s, 3 H), 3.64 (d, ^5.76 Hz, 2 H), 4.62 (dd, .^=10.85, 5.09 Hz, 1 H), 4.70 (d,^l 1.19 
Hz, 1 H), 5.42 (m, 1 H), 7.50 (dd, J=9.32, 2.20 Hz, 1 H), 7.58 (dd,y=5.26, 3.22 Hz, 2 H), 
7.69 (d, ^8.48 Hz, 1 H), 7.78 (dd, >8.14, 5.43 Hz, 1 H), 8.03 (s, 1 H), 8.07 (s, 1 H), 8.16 (d. 
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J-9.16 Hz, 1 H), 8.47 (s, 1 H), 8.67 (s, 1 H), 8.88 (d, ^8.14 Hz, 1 H), 8.98 (d, >4.41 Hz, 1 
H); Anal. Calcd for C25H23N5O2-3.9 TFA: C, 45.27; H, 3 J2; N, 8.05. Found; C, 45.26; H, 
3.05; N, 7.92. 

Example 398 

5 2"r5-(3-Methyl-lJy-indazol-5-yl)-pyridin-3-vloxy1-3-(pyridin-4-yloxy)-^ 

The desired product was prepared as HCl salt by substituting 4-hydroxypyridine for phenol in 
Examples 394. MS (APCI) m/z 376 (M+1)^; 'H NMR (300 MHz, DMSO-dJ 5 2.58 (s, 3 H), 
3.40 (br s, 2H), 4.75 (d, >1 1.87 Hz, 1 H), 4.85 (d, >1 1.49 Hz, 1 H), 5.61 (m, I H), 7.59 (m, 
2 H), 7.86 (d, J=8.82 Hz, 1 H), 8.37 (s, 1 H), 8.56 (s, 1 H), 8.66 (s, 1 H), 8.73 (s, 2 H), 8.79 
10 (s, I H), 8.81 (s, 1 H), 8.92 (s, 1 H); Anal. Calcd for C2,H2,N502-4.5 HCl: C, 46.75; H, 4.76; 
N, 12.98. Found: C, 46.77; H, 4.41; N, 12.83. 

Example 399 

2"r5-(3-Methyl-lij'-indazol-5-yl)"pyridin"3"yloxyl-3-(naphthalen"l"yloxy)-propylamine . 
The desired product was prepared as the trifluoroacetate by substituting 1-naphthol foi- 
ls phenol in Examples' 394. MS (APCI) m/z 426 (M+1)^; *H NMR (300 MHz, CD3OD) 5 3.34 
(s, 3 H), 3.65 (d,7=5.76 Hz, 2 H), 4.57 (m, 2 H), 5.49 (m, 1 H), 6.97 (d,J=7.46 Hz, 1 H), 
7.23 (t, J=7,63 Hz, 1 H), 7.37 (d, J=7.46 Hz, 1 H), 7.41 (d, >8.82 Hz, 1 H), 7.44 (d, ^8.48 
Hz, 1 H), 7.56 (s, 2 H), 7.74 (d, J=8.48 Hz, 1 H), 7.84 (d,J=7.80 Hz, 1 H), 7.92 (s, 1 H), 8.15 
(s, 1 H), 8.50 (d, J=2.03 Hz, 1 H), 8.65 (s, 1 H); Anal. Calcd for C26H24N4O2-3.I TFA: C, 
20 49.71; H, 3.51; N, 7.20. Found: C, 49.70; H, 3.47; N, 7.07. 

Example 400 

3-((2^-2-Amino-345-f3-methyl-lij^-indazol>5-yn-pyridin-3~yloxy1-propyU-l^^^ 

25 Example 400A 

(26^--2"/gr/-Butoxycarbonylamino-3-(5--hydroxy-lJy--indol-3--yl)--propionic acid methyl ester 
To a solution of BOC-5-hydroxy-tryptophan (5.9 g, 18.4 mmol) and iodomethane (3.43 mL) 
in DMF (80 mL) was added powered KHCO3 (3.68 g). The reaction mixture was stirred at rt 
for 4 hours. EtOAc (500 mL) was added and the mixture was washed with brine (500 mL) 

30 ' and water (500 mL). The organic phase was concentrated and the residual oil was triturated 
with CH2CI2 (20 mL). The formed white solid was collected by filtration, washed with 
CH2CI2 (20 mL) and dried to give the desired product (4.48 g, 73%). MS (DCI) m/z 335 
(M+l)^ 

35 Example 400B 

(2»S^"2"/grNButoxycarbonylamino-3-r5-(rer^butyl-dimethyl-silanyloxy)-lif-indol-3-yl1- 

propionic acid methyl ester 
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To a solution of Example 400A (1 .20 g, 3.59 mmol) in DMF (20 mL) was added t- 
butyldimethylsilyl chloride (649 mg, 4.3 mmol), imidazole (293 mg, 4.3 mmol) and DMAP 
(50 mg) at rt. The reaction mixture was stirred at rt for 16 hours. EtOAc (100 mL) was 
added and the mixture was washed with brine (100 mL) and water (100 mL). The organic 
phase was concentrated and the residual oil was purified by flash chromatography (10-40% 
EtOAc in hexane) to give the desire product (1.6 g, 100%). MS (DCI) m/z 466 (M+18)*. 

Example 400C 

(15^-{2-r5-(ter/-B utvl-dimethvl-silanvloxv')-l/y-indol-3-vn-l-hvdroxymethvl-ethvn- 

carbamic acid ter/-butyl ester 
To a solution of Example 400B (1.50 g, 3.3 mmol) in THF (15 mL) was slowly added LiAlU, 
■ powder (127 mg, 3.3 mmol) in several portion at rt. After the addition, the reaction mixture 
was becoming sticky and the stirring stopped. The temperature of the mixture arises to -50 
°C. Ether (30 mL) was added and the mixture was stirred for 20 min. Methanol (2 mL) and 
diluted HCl was added slowly and the mixture was extracted with ether. The organic phase 
was washed with water and concentrated. The residue was separated by flash 
chromatography (20-60% EtOAc in hexane) to give the desired product (982 mg, 70%). MS 
(DCI) m/z 421 (M+1)^ 

Example 4Q0D 

(ISTi-i 2-(5-Bromo-pvridin-3-vlo xy)- 1 -r5-f fer/-butyl-dimethvl-silanvloxy)-17j-indol-3- 
ylmethyll-ethyll-carbamic acid terr-butvl ester 
A 100 mL RBF was charged with 3-bromo-5-hydroxypyridine (432 mg, 2.48 mmol). 
Example 400C (950 mg, 2.26 mmol) and Ph,P (71 1 mg, 2.71 mmol), and was purged with 
nitrogen. THF (15 mL) was added at O-'C. After stirring at 0°C for 10 min, DEAD (427 nL, 
2.71 mmol) was added via syringe. The reaction mixture was stirred at O^C for 1 h and at rt 
overnight. The reaction mixture was concentrated and the residue was separated by flash 
chromatography (10-50% EtOAc in hexane) to provide the desired product (1.05 g, 80%). 
MS (APCI) m/z 576, 578 (M+l)\ 

Example 400E 

5-(5-{ (2;S^-2-tey/-Butoxycarbonylamino-3-r5-f/erf-butvl-dimethvl-silanvloxyVl//-indol-3- 
yn-propoxv>-Dv ridin-3-yl)-3-methvl-indazole-l-carboxvlic acid ter/-butvl ester 
The desire product was prepared by substituting Example 400D for Example 202A in 
Example 203C. MS (DCI) m/z 728 (M+l)\ 

Example 400F 
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5-^5-^(26^-2-ter^Butoxvcarbonvlamino-3-(5-hvdroxv-lij^-indol-3-yl)-propoxv1-pyr^din-3 - 

yU-3-methvl-indazole-l-carboxvlic acid tert-huty] ester 

To a solution of Example 400E (850 mg, 1.17 mmol) in THF (10 mL) was added TBAF (1.28 

mL, 1 .28 mmol) at rt. The solution was stirred at rt for 2 h and was concentrated. The 

residual oil was purified by flash chromatography (0-15% CH3OH in 2:1 EtOAc/hexane) to 

give the desired product (530 mg, 74%). MS (DCI) m/z 614 (M+l^. 

Example 400G 

3-U26^-2-Amino-3-r5-(3-methvl-l//-inda2ol-5-vn-p vridin-3-yloxv1-propyl}-l/f-indol-5-ol 
The desired product was prepared as the trifluoroacetate by substituting Example 400F for 
Example 27B in Examples 27C. MS (APCI) m/z 414 (M+l)"^; 'H NMR (300 MHz, CD3OD) 
8 2.63 (s, 3 H), 3.25 (dd, J=7.12, 2.37 Hz, 2 H), 3.98 (m, 1 H), 4.35 (dd, >10.51, 5.76 Hz, 1 
H), 4.48 (dd, J^IO.51, 3.39 Hz, 1 H), 6.70 (dd, .^8.48, 2.37 Hz, 1 H), 6.93 (d, >2.03 Hz, 1 
H)', 7.18 (s, IH), 7.20 (d, J=8.48 Hz, H), 7.63 (d, J=8.81 Hz, 1 H), 7.71 (dd, J=8.81, 2.03 Hz, 
1 H), 8.1 1 (m, 2 H), 8.41 (d, .^2.37 Hz, 1 H), 8.74 (d, ^1.70 Hz, 1 H); Anal. Calcd for 
C24H23N503-3.7 TFA: C, 45.15; H, 3.22; N, 8.38. Found: C, 45.15; H, 3.45; N, 8.43. 

Example 401 

fl5:>-l-(5-Methoxy-l/f-indol-3-vlmethvn-2-r5-(3-meth vl-lif-indazol-5-yn-pvridin-3-vloxy1- 

ethvlamine 

Example 401 A 

5-{5-^(2^-2-ter^Butoxvcarbonvlamino-3-(5-methoxv-l//-indo l-3-vn-propoxv1-pyridin-3- 
yn-3-methyl-indazole-l-carboxylic acid /er/-butyl ester 
A 25 mL RBF was charged with Example 400F (100 mg, 0.163 mmol) and Ph^» (85 mg, 
0.325 mmol), and was purged with nitrogen. THF (4 mL) and methanol (14 ^L) were added 
at 0 °C. After stirring at OPC for 10 min, DEAD (51 nU 0.325 mmol) was added via syringe. 
The reaction mixture was stirred at 0°C for 1 h and at rt over weekend. The reaction mixture 
was concentrated and the residue was separated by flash chromatography (50-80% EtOAc in 
hexane) to provide the desired product (33 mg, 32%). MS (APCI) m/z 628 (M+1)". 

Example 40 IB 

(•l.y)-l-('5-Methoxv-l/f-indol-3-vlmethyn-2-r5-(3-methvl-l/j-indaz ol-5-yl)-pyridin-3-yloxy1- 

ethvlamine 

The desired product was prepared as the trifluoroacetate by substituting Example401A for 
Example 27B in.Examples 27C. MS (APCI) m/z 428 (M+l)^ 'H NMR (300 MHz, CD3OD) 
5 2.62 (s, 3 H), 3.33 (m, 2 H), 3.70 (s, 3 H), 3.98 (m, 1 H), 4.32 (dd/=10.51, 5.42 Hz, 1 H), 
4.45 (dd, ^10.51, 3.05 Hz, 1 H), 6.78 (dd, >8.81, 2.37 Hz, 1 H), 7.05 (d, >2.03 Hz, 1 H), 
7.21 (s, 1 H), 7.27 (d, ^8.81 Hz, 1 H), 7.60 (d, J=7.80 Hz, 1 H), 7.67 (dd, J=8.81, 1.70 Hz, 1 
H), 7.91 (m, 1 H), 8.03 (s, 1 H), 8.35 (d,J=2.03 Hz, 1 H), 8.65 (s, 1 H). 
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. Example 402 

fl.y)-l-(5-Ethoxv-lH-mdol-3-vlniethvn-2-r5-(3-tnethvl-l//-indazo l-5-vn-pvridin-3-vloxy1- 

ethylamine 

The desired product was prepared as the trifluoroacetate by substituting ethanol for methanol 
in Example 401. MS (APCI) m/z 442 (M+l)"; 'H NMR (300 MHz, CD3OD) 5 1.26 (t, ^6.95 
Hz, 3 H), 2.62 (s, 3 H), 3.35 (m, 2 H), 3.86 (q,J=7.12 Hz, 2 H), 3.95 (m, 1 H), 4.32 (dd, 
y=10.51, 5.42 Hz. 1 H), 4.45 (dd,^10.51, 3.39 Hz, 1 H), 6.78 (dd, J=8.82, 2.37 Hz, 1 H), 
7.02 (d, J^2.37 Hz, 1 H), 7.21 (s. 1 H), 7.26 (d, ^8.81 Hz, 1 H), 7.61 (d^=9.49 Hz, 1 H), 
7.68 (d, ^8.81 Hz, 1 H), 7.97 (s, 1 H), 8.05 (s, 1 H), 8.37 (d,J=2.37 Hz, 1 H), 8.68 (d, 
J=l .36 Hz, 1 H); Anal. Calcd for C2eH„Nj02.3.2 TFA: C, 48.26; H, 3.77; N. 8.68. Found: C, 
48J4; H, 3.60; N, 8.45. 

Example 403 

(15^-l-(5-Butoxv-l/j'-indol-3-vlmethyn-2-r5-(3-methvl-lif-indazo l-5-vn-pyridin-3-yloxy1- 

ethylamine 

The desired product was prepared as the trifluoroacetate by substituting «-butanol for 
methanol in Example 401. MS (APCI) m/z 470 (M+l)*; 'H NMR (300 MHz, CD30D)5 0.87 
(t, J=7.36 Hz. 3 H), 1.37 (m, 2 H), 1.59 (m, 2 H), 2.61 (s, 3 H), 3.29 (ra, 2 H), 3.81 (m, 2 H). 
3.97 (s, 1 H), 4.35 (dd, >10.13, 4.91 Hz, 1 H), 4.46 (d, 7=7.98 Hz, 1 H), 6.76 (d,J=8.59 Hz, 
1 H), 7.01 (s, 1 H), 7.21 (s, 1 H), 7.25 (d,/=8.59 Hz, 1 H), 7.61 (d, ^8.59 Hz, 1 H), 7.68 (d, 
J=8.59 Hz, 1 H), 8.06 (s, 2 H), 8.38 (s, 1 H), 8.71 (s, 1 H); Anal. Calcd for QgH3,N502-2.8 
TFA: C, 51.16; H, 4.32; N, 8.88. Found: C, 51.36; H, 4.51; N, 8.99. 

Example 404 

( 1 5)- 1 -(5-Isopropoxy- li/-indol-3 -ylmethyl)-2-[5-(3 -methyl- l/f-indazol-5-yl)-pyridin-3- 

yloxy]-ethylamine 

The desired product was prepared as the trifluoroacetate by substituting isopropanol for 
methanol in Example 401. MS (APCI) m/z 456 (M+1)^; 'H NMR (400 MHz, CD30D)5 1.18 
(m, 6 H), 2.61 (s, 3 H), 3.30 (m, 2 H), 3.97 (s, 1 H), 4.38 (m, 2 H), 4.48 (d, ^8.29 Hz, 1 H), 
6.77 (d, >=7.98 Hz, 1 H), 7.07 (s, 1 H), 7.23 (s, 1 H), 7.26 (d,J=8.90 Hz, 1 H), 7.61 (d, 
J=8.90 Hz. 1 H), 7.69 (d, J=8.59 Hz, 1 H), 8.08 (s, 1 H), 8.12 (s, 1 H), 8.42 (s, 1 H), 8.74 (s, 
1 H); Anal. Calcd for C^H^^N^O.-S .2 TFA: C, 48.90; H, 3.96; N, 8.54. Found: G, 48.93; H, 
3.88; N, 8.55. 

Example 405 

3-fliy-Indol-3-vn-2-r5-(3-methvl-l.g-indazol-5-vn-pvridin-3-vlox v1-propan-l-ol 

Example 405A 

2-f5-Bromo-pvridin-3-yloxv)-3-(lif-indol-3-vn-propionic acid methyl ester 
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A 100 mL RBF was charged with 3-bromo-5-hydroxypyridine (1 .67 g, 9.58 mmol), 2- 
hydroxy-S-CliZ-indol-S-yO-propionic acid methyl ester (2.1 g, 9.58 mmol) which was 
synthesized according to literature method (M. E. Jung et alJ, Org, Cheim 1999, 64, 2976) 
and PhgP (3.01 g, 1 1.5 mmol), and was purged with nitrogen. THF (40 mL) was added at 0 
5 °C. After stirring at 0°C for 10 min, DEAD (1 .81 mL, 1 1 .5 mmol) was added via syringe. 
The reaction mixture was stirred at 0°C for 1 h and at rt overnight. The reaction mixture was 
concentrated and the residue was separated by flash chromatography (20-60% EtOAc in 
hexane) to provide the desired product (3.4 g, 94%). MS (DCI) m/z 375, 377 (M+l)"". 

10 Example 405B 

2"(5-BromO"pyridin-3-vloxy)-3"(lii/-indol-3-yl)-propan-l-ol 
To a solution of Example 405A (3.2 g, 8.5 mmol) in THF (20 mL) and ether (30 mL) was 
slowly added LiAlH^ powder (323 mg, 8.5 mmol) in several portion at rt. While LAH was 
added a lot of solid material precipitated from the solution and the temperature arises to about 

15 40 °C. Water (2 mL) and diluted HCl was added slowly and the mixture was neutralized with 
NaHCOg and extracted with ethyl acetate. The organic phase was washed with water and 
concentrated. The residue was separated by flash chromatography (20-S0% EtOAc in 
hexane) to give the desired product (1.24 g, 42%). MS (DCI) m/z 347, 349 (M+l)*". 

20 Example 405C 

5~{5-ri-Hydroxymethyl-2-(l//-indol-3-yl)-ethoxyl-pyridin-3-yll"3-methyl-indazole-l" 

carboxylic acid /g/t-butyl ester 
A 50 mL RBF was charged with Example 405B (580 mg, 1.67 mmol). Example 203B (660 
mg, 1.67 mmol), Pd2(dba)3 (153 mg, 0.167 mmol), and tri-o-tolylphosphine (153 mg), and 

25 was purged with N2. Anhydrous DMF (22 mL) and EtgN (0.698 mL) were added via syringe. 
The solution was purged with again and was heated at 70 °C for 15 h. After cooled, ethyl 
acetate (100 mL) was added. The mixture was washed with brine (100 mL) and water (100 
mL). The ethyl acetate solution was concentrated and the residual oil was separated by flash 
chromatography (0-15% CH3OH in 2:1 EtOAc/hexane) to give the desired product (656 mg, 

30 79%). MS (APCI) m/z 499 (M+l)"-. 

Example 405D 

3-(liy-Indol-3-yl)-2-[5-(3-methyl-l//-indazol-5-yl)-pyridin-3-yloxy]-propan-l-ol 
The desired product was prepared as the trifluoroacetate by substituting Example405C for 
Example 27B in Examples 27C. MS (APCI) m/z 399 (M+l)""; NMR (400 MHz, CD3OD) 
35 5 2,56 (s, 3 H), 3.09 (dd, J=14.73, 8.90 Hz, 1 H), 3.19 (dd, J=15.04, 3.99 Hz, 1 H), 3.85 (dd, 
J=12.12, 6.60 Hz, 1 H), 3.92 (m, 1 H), 4.99 (m, 1 H), 6.97 (dd,J=6.14, 3.07 Hz, 2 H), 7.07 
(s, 1 H), 7.16 (m, 1 H), 7.25 (dd, ^8.75, 1.38 Hz, 1 H), 7.49 (d, ^8.90 Hz, 1 H), 7.57 (dd, 
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J=6.U, 2.76 Hz, 1 H), 7.84 (d, J=10.43 Hz, 2 H), 8.14 (s, 1 H), 8.38 (s, 1 H); Anal. Calcd for 
C24H22N4O2-L7 TFA: C, 55.56; H, 4.03; N, 9.46. Found: C, 55.69; H, 4.02; N, 9.58. 

Example 406 

3-(liy-Indol"3-vl)-2-r5"(3-niethyl-l//-indazol-5~yl)-pyridin~3"VloxyVpropy 

5 

Example 406A 

. 5"(5"ri"AzidomethyI-2-(l/f-indol"3-yl)-ethoxy1-pyridin-3-yl)-3-methyl-m^ 

carboxylic acid fer/-butyl ester 
A 50 mL RBF was charged with Example 405C (580 mg, 1.16 mmol) and PhsP (456 mg, 1.74 
10 mmol), and was purged with nitrogen. THF (14 mL) was added at O^^C, followed by addition 
of DPPA (375 ^L, 1.74 mmol). After stirring at O^C for 1 min, DEAD (274 ^iL, 1.74 mmol) 
was added yia syringe. The reaction mixture was stirred at 0*C for 0.5 h and at rt overnight. 
The reaction mixture was concentrated and the residue was separated by flash 
chromatography (20-80% EtOAc in hexane) to provide the desired product (534 mg, 87%). 
15 MS (APCI) m/z 524 (M+l)"*. 

Example 406B - 
5- { 5-1 1 -Aminomethy l-2-( riJ-indol-3-y l)-ethoxyl-pyridin-3 -yU -S-methyl-indazole- 1 - 

carboxylic acid /er/-butyl ester 
20 To a solution of Example 406A (480 mg) in ethanol was added 10% Pd/C (160 mg) under 
nitrogen. This suspension was purged with hydrogen (3 circles) and was stirred under 
hydrogen (balloon) for 4 h. The solid material was filtered off and the filtrate was 
concentrated to give the desired product (443 mg, 97%). MS (APCI) m/z 498 (M+1)^. 

Example 406C 

25 3-(liy-Indol-3-yl)-2-r5-(3-methyl-l//-indazol-5-yl)-pyridin-3-yloxyl-propylamine 
The desired product was prepared as the trifluoroacetate by substituting Example 406B for 

Example 27B in Examples 27C. MS (APCI) m/z 398 (M+1)^; *H NMR (300 MHz, CD3OD) 
5 2.62 (s, 3 H), 3.29 (m, 2 H), 3.40 (dd, .^13.56, 9.15 Hz, 1 H), 3.53 (dd, J=13.90, 2.71 Hz, 1 
H), 5.32 (m, 1 H), 7.03 (m, 2 H), 7.14 (s, 1 H), 7.20 (dd, ^6.27, 2.54 Hz, 1 H), 7.28 (dd, 
30 J=8.81, L70 Hz, 1 H), 7.55 (d,J=8.48 Hz, 1 H), 7.59 (dd, J=6.10, 2.37 Hz, 1 H), 7.80 (s, 1 
H), 7.85 (s, 1 H), 8.22 (d, 7=2.37 Hz, 1 H), 8,47 (s, 1 H); Anal. Calcd for C24H23N5O-3.3 
TFA: C, 47.50; H, 3.43; N, 9.05. Found: C, 47.41; H, 3.71; N, 9.11. 

Example 407 

. Naphthalene-2-sulfonic acid f2-amino-ethyn-r5-(3-methyl-liy-indazol-5-yl)-pyridin-3-yn- 
35 amide 

Example 407 A 
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|2-r(5"Bromo-pvridin-3-ylVfnaphthalene-2-sulfonvl)-aminoVe1hvI> -carbarn acid tert-hutyl 

ester 

To a solution of Example 3 86 A (50 mg, 0.158 mmol) in pyridine (2 mL) was added 2- 
naphthalenesulfonyl chloride (72 mg, 0.316 mmol) at rt. The formed yellow solution was 
5 stirred at rt for 15 h. Pyridine was removed by blowing with nitrogen and the residual yellow 
solid was purified by flash chromatography (30-60% EtOAc in hexane) to the desired product 
(81 mg, 100%). MS (DCI) m/z 506, 508 (M-^lf. 

Example 407B 

10 {2-rr5-(3-Methvl-lJf-indazol-5-yl)-pyridin-3-vll-(naphthalene-2-sulfonvl)-amino1-eth^ 

carbarn ic acid tert-hutyl ester 
A 25 mL RBF was charged with Example 407A (78 mg, 0.154 mmol). Example 203B (45 
mg, 0.154 mmol), Pd,(dba)3 (14 mg, 0.0154 mmol), and tri-o-tolylphosphine (14 mg), and 
was purged with N2. Anhydrous DMF (4 mL) and Et3N (64|llL) were added via syringe. The 
15 solution was purged with N2 again and was heated at 70 °C for 15 h. After cooled, ethyl 

acetate (50 mL) was added. The mixture was washed with brine (50 mL) and water (50 mL). 
The ethyl acetate solution was concentrated and the residual oil was separated by flash 
chromatography (A: 2:1 EtOAc/hexane, 0-15% CH3OH/A) to give the desired product (54 
mg, 63%). MS (APCI) m/z 558 (M+1)^ 
20 Example 407C 

Naphthalene-2-sulfonic acid (2-amino-ethyl)-r5-(3-methyl-lij"indazol-5-yn-pyridin~3-ylV 

amide 

The desired product was prepared as the trifluoroacetate by substituting Example 407B for 
E^^ample 27B in Examples 27C. MS (APCI) m/z 458 (M+l)""; NMR (300 MHz, CD^OD) 

25 5 2.50 (s, 3 H), 3.14 (t, J=5.59 Hz, 2 H), 4,06 (t, ^5.59 Hz, 2 H), 7.48 (m, 2 H), 7.66 (m, 2 
H), 7.74 (d, ^8.14 Hz, 1 H), 7.77 (d, ^8.14 Hz, 1 H), 7.80 (t, >=2.03 Hz, 1 H), 8.02 (d, 
J=8.14 Hz, 1 H), 8.06 (d, J-8.48 Hz, 1 H), 8.14 (d, J=8.48 Hz, 1 H), 8.28 (s, 1 H), 8.47 (d, 
J=237 Hz, 1 H), 8.92 (d, J=1.70 Hz, 1 H); Anal. Calcd for C25H23N5O2S-3.3 TFA: C, 45.52; 
H, 3.18; N, 8.40. Found: C, 45.42; H, 3.13; N, 8.43. 

30 ) Example 408 

Biphenyl-4-sulfonic acid (2-aminO"ethyl)--r5-(3"methyl-lji/-indazol-5"yO-pyridin"3-yl1-amide 
The desired product was prepared as the trifluoroacetate by substituting 4-biphenylsulfonyl 
chloride for 2-naphthalenesulfonyl chloride in Examples 407. MS (APCI) m/z 484 (M+l)""; 
'H NMR (300 MHz, DMSO-d^) 5 2.42 (s, 3 H), 2.96 (m, 2 H), 3.95 (m, 2 H), 7.54 (m, 4 H), 

35 7.69 (d, ^8.48 Hz, 2 H), 7.77 (d, ^7.12 Hz, 2 H), 7.95 (m, 5 H), 8.45 (s, 1 H), 8.98 (s, 1 H); 
Anal. Calcd for C27H25N5O2S-I.3 TFA: C, 56.27; H, 4.20; N, 11.08. Found: C, 56.00; H, 4.21; 
N, 10.87. 
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Example 409 

5-(5-ra^-2-Amino-3-(l.g-indol-3-vlVpropoxv1-pvridin- 3-vn-3-isopropvlidene-l,3-dihYdro- 

indol-2-one 

The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
isopropylidene-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem.. 1998,47, 2588.) for 6- 
bromophthalimide in Example 32. 'H NMR (400 MHz, CD30D)5 ppm 2.47 (s, 3H), 2.60 (s, 
3H), 3.31 (m, 2H), 4.01 (m, IH), 4.34 (dd,^10.43, 5.83 Hz, IH), 4.47 (dd, J=10.43, 3.38 Hz, 
IH), 7.01 (t, .^=7.06 Hz, IH), 7.04 (d, J=7.98 Hz, IH), 7.12 (t, >=7.06 Hz, IH), 7.24 (s, IH), 
7.38 (d, J=8.29 Hz, IH), 7.50 (dd, J=7M, 1.84 Hz, IH), 7.58 (d, J=7.98 Hz, IH), 7.79 (d, 
^1.53 Hz, IH), 7.97 (d, 7=1.84 Hz, IH), 8.37 (s, IH), 8.63 (s, IH); Anal. Calcd for 
C^H^^NM: C, 52.14; H, 3.88; N, 7.51. Found: C, 52.19; H, 3.67; N, 
7.42. 

' Example 410 

5-(5-r(26^-2-Amino-3-(ljJ-indol-3-vn-propoxv1-Pvridin-3-vU -3-ri/f-imidazol-2- 
vlmethylene)-l,3-dihydro-indol-2-one 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
(l/f-imidaz61-2-ylmethylene)-l,3-dihydro-indol-2-one (L. Sun, et al.', J. Med Chem.. 1998, 
4 1, 2588.) for 6-bromophthalimide in Example 32. MS (DCI/NH3) m/z 477 (M+1)*; 'H 
NMR (500 MHz, CD3OD) 5 ppm 3.31 (m, 2H), 4.04 (m, IH), 4.37 (dd,J=10.45, 5.77 Hz, 
IH), 4.50 (dd, J=10.29, 3.12 Hz, IH), 7.02 (t,J=7.49 Hz, IH), 7.1 1 (d, 7=7.49 Hz, IH), 7.13 
(m, IH), 7.25 (s, IH), 7.38 (d,J=8.11 Hz, IH), 7.60 (d, J=7.80 Hz, IH), 7.72 (d, J=8.11 Hz, 
IH), 7.77 (s, 2H), 7.85 (s, IH), 8.02 (s, IH), 8.13 (s, IH), 8.42 (s, IH), 8.67 (s, IH). 

Example 411 

5- {5-r2-Amino-3-fm-indol-3-vl)-propoxv1-Pvrid i n-3-vn-3-pvridin-2-vlmethYlene-l,3- 

dihvdro-indol-2-one 

The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
pyridin-2-ylmethylene-l,3-dihydro-indol-2-one (L. Sun, etal.,J. Med. Chem.. 1998, ¥i, 
2588.) for 6-bromophthalimide in Example 32. MS (DCI/NH3) m/z 488 (M+1)^;'H NMR 
(500 MHz, CD3OD) 5 ppm 3.32 (m, 2H), 4.02 (m, IH), 4.34 (dd, /=10.61, 5.62 Hz, IH), 4.47 
(dd, J=10.45, 3.28 Hz, IH), 7.03 (t, J=7.02 Hz, IH), 7.13 (m, IH), 7.19 (d, J=8.11 Hz, IH), 
7.25 (s, IH), 7.38 (d, J=8.42 Hz, IH), 7.60 (d, J=7.80 Hz, IH), 7.76 (dd, J=8.11, 1.87 Hz, IH), 
7.94 (dd, J=2.50, 1.87 Hz, IH), 8.14 (m, IH), 8.17 (s, IH), 8.26 (d, ^=1.56 Hz, IH), 8.38 (d, 
J=7.80 Hz, IH), 8.41 (s, IH), 8.66 (s, IH), 8.72 (m, IH), 9.08 (dd/=5.62, 1.56 Hz, IH); 
Anal. Calcd for CjoH^N^O^: C, 47.41 ; H, 3.02; N, 7.16. Found: C, 47.40; H, 2.93; N, 6.98. 

Example 412 ; 
5- {5-rf25^-2-Amino-3-fliy-indoI-3-vn-propoxv1-pvridin-3-v n-3-furan-2-vlmethvlene-l,3- 

dihvdro-indol-2-one 
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The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
fliran-2-ylmethyiene-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem.. 1998, 41, 2588.) 
for 6-bromophthaiimide in Example 32. MS (DCI/NH3) m/z 477 (M+1)^; 'H NMR (500 
MHz, CD3OD) 5 ppm 3.34 (m, 4H), 4.06 (m, 2H), 4.37 (dd, J=10.45, 5.77 Hz, 2H), 4.51 (dd, 
5 J=10.45, 3.28 Hz, 2H), 6.68 (dd, J=3.28, 1.40 Hz, IH), 6.72 (dd, J=3.59, 1.72 Hz, IH), 7.02 
(t, y=7.64 Hz, 2H), 7.05 (d, J=8.11 Hz, 2H), 7.12 (m, 3H), 7.26 (s, IH), 7.27 (s, IH), 7.38 (d, 
y=8.1 1 Hz, 2H), 7.43 (s, IH), 7.55 (d,y=1.87 Hz, IH), 7.58 (dd, J=8.1 1, 1.87 Hz, IH), 7.61 (d, 
J=7.80 Hz, 2H), 7.73 (s, IH), 7.77 (d.^1.56 Hz, IH), 7.85 (d, J=1.87 Hz, IH), 7.97 (d, 
J=1.56 Hz, IH), 8.06 (d, ^4.37 Hz, IH). 8.15 (d, J=1.87 Hz, IH), 8.30 (d/=3.43 Hz, IH), 
10 8.44 (m, 2H), 8.69 (s, IH), 8.73 (d, ^1 .87 Hz, 2H); Anal. Calcd for CJA^.Oi. C, 50.33; H, 
3.24; N, 6.61. Found: C, 50,30; H, 3.12;N, 6.65. 

Example 413 

5-{5-r(2^)-2-Amino-3-(lij'-indol-3-vlVpropoxvl-Pvridin-3-vl} -3-f5-methvl-furan-2- 
vlmethvlene)-l,3-dihvdro-indol-2-one 
15 The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3-(5- 
methyl-furan-2-ylmethylene)-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem., 1998, 
41, 2588.) 6-bromophthalimide in Example 32. MS (DCI/NI^) m/z 477 (M+1)*; 'H NMR 
(500 MHz, CD30D)5 ppm 2.41 (s, 3H), 3.32 (m, 2H), (4.02 (m, IH), 4.31 (dd, J=10.45, 5.77 
Hz, IH), 4.45 (dd, J=10.45, 3.28 Hz, IH), 6.38 (dd, J=3.43, 0.94 Hz, IH), 7.03 (m, 3H), 7.12 
. 20 (t, J=7.18 Hz, IH), 7.24 (s, IH), 7.37 (s, IH), 7.38 (d, J=8.1 1 Hz, IH), 7.54 (dd, J=8.1 1, 1.87 
Hz, IH), 7.60 (d, J=8.11 Hz, IH), 7.90 (dd, 7=2.50, 1.87 Hz, IH), 8.38 (s, IH), 8.64 (s, IH), 
8.73 (s, IH); Anal. Calcd for C3oH2,N403: C, 49.59; H, 3.31; N, 6.22. Found: C, 4990; H, 
3.18; N, 6.10. 

Example 414 

25 5-{5-rf23)-2-Amino-3-(l//-indol-3-vi)-propoxv1-pvridin-3-vU-3-( 4.5-dimethvl-furan-2- 

vlmethvlene)-l,3-dihvdro-indol-2-one 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-Brorao-3- 
(4,5-dimethyl-fliran-2-ylmethylene)-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem., 
1998, 41, 2588.) for 6-bromophthalimide in Example 32. MS (DCI/NH3) m/z 505 (M+1)*;'H 

30 NMR (500 MHz, CD3OD) 5 ppm 1 .99 (s, 3H), 2.27 (s, 3H), 3.34 (m, 2H), 4.06 (m, IH), 4.37 . 
(dd, J=10.45, 5.77 Hz, IH), 4.51 (dd,y=10.45, 3.28 Hz, IH), 6.82 (s, IH), 6.99 (d, 7=8.42 Hz, 
IH), 7.03 (t, J=7.02 Hz, IH), 7.13 (t, 7=7.02 Hz, IH), 7.21 (s, IH), 7.27 (s, IH), 7.39 (d, 
7=8.11 Hz, IH), 7.52 (dd, 7=8.11, 1.87 Hz, IH), 7.61 (d, 7=8.11 Hz, IH), 8.05 (s, IH), 8.45 (s, 
IH), 8.62 (d, ^1 .56 Hz, IH), 8.66 (s, IH); Anal. Calcd for Cjfl^sNA: C, 52.92; H, 3.73; N, 

35 6.71. Found: C, 52.90; H, 3.45; N, 6.97. 

Example 415 
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5-l5-rf25^-2-Amino-3-(liy-indol-3-vn-propoxv1-pvridin-3-vl>-3-thioph en-2-vlmethvlene- 

1 .3-dihvdro-indol-2-one 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
thiophen-2-ylmethylene-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem., 1998, 41, 
5 2588.) for 6-broraophthalimide in Example 32. MS (APCI) m/z 493 (M+lf; 'H NMR (500 
MHz, CD3OD) 5 ppm 3.32 (m, 4H), 4.03 (m, 2H), 4.30 (dd, ^10.45, 5.77 Hz, IH), 4.35 (dd, 
>=10.61, 5.93 Hz, IH), 4.44 (dd, 7=10.29, 3.12 Hz, IH), 4.48 (dd, J=10.61, 3.12 Hz, IH), 7.02 
(m, 2H), 7.04 (s, IH), 7.06 (d, J=0.94 Hz, IH), 7.08 (d, 7=8.1 1 Hz, IH), 7.14 (t,J=7.49 Hz, 
2H), 7.20 (dd, 7=4.99, 3.74 Hz, IH), 7.23 (d, 7=1.25 Hz, IH), 7.24 (s, IH), 7.26 (m, IH), 7.37 
10 (s, IH), 7.39 (d, 7=8.11 Hz, IH), 7.53 (dd, 7=8.11, 1.87 Hz, IH), 7.56 (dd, 7=8.11, 1.56 Hz, 
IH), 7.59 (s, IH), 7.61 (d,7=7.80 Hz, IH), 7.71 (d,7=2.50 Hz, IH), 7.74 (d, 7=5,30 Hz, IH), 
7.79 (d, 7=4.99 Hz, IH), 7.92 (s, IH), 7.93 (s, IH), 7.96 (s, 11^, 7.98 (d, 7=1 .56 Hz, IH), 8.09 
(s, IH), 8.37 (s, 2H), 8.48 (d,7=1.56 Hz, IH), 8.56 (s, IH), 8.65 (s, IH); Anal. Calcd for 
C29H24N4O2S: C, 50.37; H, 3:26; N, 6.71. Found: C, 50.52; H, 3.45; N, 6.84. 

15 

(A-441246) Example 416 
5-(5-rf25)-2-Amino-3-(li/-indoI-3-vn-propoxv1-Pvridin-3-vl>-3-(l-meth vI-l//-pyrrol-2- 

vlmethylene)-1.3-dihvdro-indol-2-one 

The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3-(l- 

20 methyl-lH-pyrrol-2-ylmethylene)-l,3-dihydro-indol-2-one (L. Sun, et al., 7. Med. Chem., 
1998, 4J, 2588.) for 6-bromophthalimide in Example 32. MS (APCI) m/z 490 (M+l)"^; 'H 
NMR (500 MHz, CD3OD) 5 ppm 3.32 (m, 4H), 3.81 (s, 3H), 3.89 (s, 3H), 4.03 (m, 2H), 4.30 
(dd, 7=10.61, 5.93 Hz, IH), 4.37 (dd,7=10.61, 5.93 Hz, IH), 4.44 (dd,7=10.45, 3.28 Hz, IH), 
4.50 (dd, 7=10.29i 3.12 Hz, IH), 6.28 (m, 2H), 7.02 (m, 3H), 7.07 (m, 3H), 7.12 (m, 2H), 7.19 

25 (d, 7=3.74 Hz, IH), 7.24 (s, IH), 7.26 (s, IH), 7.38 (d,^8.11 Hz, IH), 7.39 (d,7=8.1 1 Hz, 

IH), 7.46 (dd, 7=8.1 1, 1.87 Hz, IH), 7.50 (dd, 7=8.27, 1.72 Hz, IH), 7.59 (d, 7=7.80 Hz, IH), 
7.61 (d, ^8.11 Hz, IH), 7.70 (s, HI), 7.74 (s, IH), 7.86 (s, IH), 7.98 (d7=1.87 Hz, IH), 8.08 
(s, IH), 8.30 (dd, 7=4.37, 1.56 Hz, IH), 8.34 (d, 7=1.56 Hz, IH), 8.38 (s, 2H), 8.57 (s, IH), 
8.73 (s, 1 H); Anal. Calcd for C30H27NP2: C, 55.28; H, 3.93; N, 9.32. Found: C, 55.32; H, 

30 3.57; N, 9.08 

Example 417 

5-(5-r(2^-2-Amino-3-(lif-indol-3-vn-propoxv1-pvridin-3-vl>-3-(li/ -indol-3-vlmethvlene)- 

1 ,3-dihvdro-indol-2-one 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
35 (lH-inddl-3-ylmethylene)-l,3-dihydro-indol-2-one (L. Sun, et al., 7 Med. Chem.. 1998,41 , 
2588.) 6-bromophthalimide in Example 32. MS (APCI) m/z 526 (M+1)*; 'HNMR (500 
MHz, CD3OD) 5 ppm 3.32 (m, 4H), 4.05 (m, 2H), 4.15 (m, IH), 4.25 (m, IH), 4.38 (d. 7=5.93 
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• Hz, IH), 4.49 (dd, J=10.29. 3.12 Hz, IH), 7.02 (m, 2H), 7.06 (m, IH), 7.09 (m, 2H), 7.14 (t, 
J=7.64Hz, 2H), 7.23 (m, 4H), 7.28 (s, IH), 7.39 (m, 2H), 7.43 (d, /=4.99 Hz, IH), 7.47 (m, 
4H), 7.56 (d, J=8.1 1 Hz, IH), 7.59 (s, IH), 7.63 (d,J=8.1 1 Hz, 2H), 8.01 (m, 2H), 8.06 (d, 
J=1.56 Hz, IH), 8.12 (s, 2H), 8.24 (s, IH), 8.28 (s, IH), 8.35 (s, 2H), 8.72 (s, IH), 9.40 (s, 1 
5 H); Anal. Calcd for C^H^.'NsO^: C, 53.99; H, 3.48; N, 8.07. Found: C, 54.27; H, 3.64; N, 7.84 

Example 418 

5-(5-r(2.S^-2-Amino-3-(l/f-indol-3-vn-propoxv1-pvridin-3-vl>-3-(l-phenvl-lj?-PVrrol-3- 

vlmethylene')-l,3-dihvdro-indol-2-one 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
10 (2,5-dimethyl-l-phenyl-lH-pyrrol-3-ylmethylene)-l,3-dihydro-indol-2-one (L. Sun, et al.,^ 
Med. Chem., 1998, 41, 2588.) 6-bromophthalimide in Example 32. MS(APCI) m/z 580 
(M+1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 1.98 (s, 3 H) 2.01 (s, 3 H) 2.18 (s, 3 H) 2.28 (s, 
3 H) 3.32 (m, 4H), 4.02 (m, 2 H) 4.32 (dd, >10.45, 5.46 Hz, I H) 4.37 (dd, J=10.61, 5.93 
Hz, 1 H) 4.49 (m, 2 H) 6.68 (m, 1 H) 7.01 (m, 3 H) 7.10 (m, 3 H) 7.25 (m, 6 H) 7.36 (t, 
15 ^8.73 Hz, 2 H) 7.47 (m, 3 H) 7.57 (m, 8 H) 7.84 (d, J=2.18 Hz, 2 H) 7.93 (s, 2 H) 8.13 (s, 1 
H) 8.32 (s, 1 H) 8.38 (s, 2 H) 8.60 (s, 1 H) 8.73 (s, 1 H); Anal. Calcd for Cj^jjNjOi: C, 
54.38; H, 3.79; N, 7.24. Found: C, 54.45; H, 3.92; N, 6.97. 

Example 419 

5-f5-r(26^-2-Amino-3-flJy-indol-3-yn-propoxy1-pyridin-3-vl>-3-Pvridin-3-vlmethylene-l,3- 

20 dihydro-indol-2-one 

The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
pyridin-3-ylmethylene-l,3-dihydro-indol-2-one (L. Sun, et al.,y. Med. Chem., 1998,47, 
2588.) 6-bromophthalimide in Example 32. MS (APCI) m/z 488 (M+1)*; 'H NMR (500 
MHz, CD3OD) 5 ppm 3.32 (m, 4H), 4.03 (m, 2H), 4.26 (dd, J=10.45, 5.46 Hz, IH), 4.36 (dd, 

25 J=10.45, 5.77 Hz, IH), 4.40 (dd, J=10.29, 3.12 Hz, IH), 4.49 (dd, ^10.29, 3,12 Hz, IH), 7.01 
(m, IH), 7.05 (m, 3H), 7.08 (d, J=8.11 Hz, IH), 7.12 (t, ^7.64 Hz, 2H), 7.23.(s, IH), 7.25 (s, 
. IH), 7.38 (d, ^8.11 Hz, IH), 7.57 (m, IH), 7.59 (m, IH), 7.61 (s, IH), 7.64 (dd, J=8.1 1, 1.87 - 
Hz, IH), 7.66 (m, IH), 7.71 (m, IH), 7.78 (s, IH), 7.93 (s, IH), 7.99 (m^=8.27, 5.77 Hz, 3H), 
8.09 (d, J=1.56 Hz, IH), 8.34 (d,J=8.11 Hz, 2H), 8.41 (m, 2H), 8.56 (d, J=4.68 Hz, IH), 8.67 

30 (s, IH), 8.77 (d, J=5.30 Hz, IH), 9.01 (s, IH), 9.1 1 (d,J=8.1 1 Hz, IH), 9.69 (s, IH); Anal. 
Calcd for C30H25N5O2: C, 49.22; H, 3.17; N, 7.65. Found: C, 49.23; H, 3.15; N, 7.38. 

Example 420 

5-(5-r(25^-2-Amino-3-(lij'-indol-3-vl)-propoxv1-pyridin-3-yl>-3-(lH-pyrrol-3-vlmethylene)- 

1 ,3-dihydro-indol-2-one 

35 The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
(lH-pyrrol-3-ylmethylene)-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem., 1998, 41, 
2588.) for 6-bromophthalimde in Example 32. MS (APCI) m/z 476 (M+1)^; 'H NMR (500 
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MHz, CD3OD) 5 ppm 3.32 (m, 4H), 4.04 (m, 2H), 4.32 (dd, J=10.45, 5.77 Hz, IH), 4.38 (dd, 
7=10.61, 5.93 Hz, IH), 4.46 (dd, J=10.45, 3.28 Hz, IH), 4.50 (dd, J=10.29, 3.12 Hz, IH), 6.77 
(dd, J=2.81, 1.56 Hz, IH), 6.85 (dd,y=2.65, 2.03 Hz, IH), 6.91 (m, IH), 7.04 (m, 5H), 7.13 
(m, 2H), 7.24 (s, IH), 7.26 (s, IH), 7.39 (t, J=7.49 Hz, 2H), 7.43 (s, IH), 7.48 (m, 2H), 7.60 
5 (m, J=8.73, 8.73 Hz, 2H), 7.80 (s, IH), 7.84 (s, IH), 7.90 (m, 2H), 8.09 (s, IH), 8.16 (s, IH), 

8.28 (d, J=l .56 Hz, IH), 8.39 (s, 2H), 8.59 (s, IH), 8.70 (s, IH); Anal. Calcd for QPzsNjO^: 
C, 5.1.42; H, 3.45; N, 8.57. Found: C, 51.73; H, 3.41; N, 8.58. 

Example 421 

5-(5-rf2y)-2-Amino-3-(lJy-indol-3-vl)-propoxvl-pvridin-3-vl>-3-(tetrahvdro-pvran-4- 

10 vlidene)-l,3-dihydro-indol-2-one 

The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
(tetrahydro-pyran-4-ylidene)-l,3-dihydro-indol-2-one (L.. Sun, et a!., J. Med. Chem., 1998, 
41, 2588.) 6-bromophthalimide in Example 32. MS (APCI) m/z 481 (M+1)*;'H NMR (400 
MHz, DMSO-d,) 5 ppm 3.02 (t, J=5.52 Hz, 2H), 3.19 (m, 2H) 3.44 (t,J=5.52 Hz, 2H), 3.80 

15 (m, 5H), 4.18 (dd, J=10.74, 5.83 Hz, IH), 4.34 (m, IH), 7.00 (m, IH), 7.10 (t, 7=7.06 Hz, IH), 

7.29 (d, J=2.15 Hz, IH), 7.38 (d,J=7.98 Hz, IH), 7.49 (dd,7=8.13, 1.69 Hz, IH), 7.62 (m, 
2H), 7.85 (s, IH), 8.23 (s, 2H), 8.24 (s, IH), 8.32 (d, 7=2.76 Hz, IH), 8.55 (d, 7=1.53 Hz, IH), 
10.67 (s, IH), 11.03 (d,7=1.84 Hz, IH); Anal. Calcd for QgH^gNPs: C, 55.38; H, 4.21; N, 
7.78. Found: C, 55.29; H,"4.12; N, 7.70. 

• 20 • Example 422 

5-(5-r(26^-2-Amino-3-(l/f-indol-3-vl)-propoxy1-pvridin-3-yl)-3-(4-ethvl-3.5-dimethyl-l/j- 

pyrrol-2-ylmethvlene)- 1 ,3-dihydro-indol-2-one 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3-(4- 
ethyl-3,5-dimethyl-l//-pyrrol-2-ylmethyIene)-l,3-dihydro-indol-2-one (L. Sun, et al.,7. Med. 
25 Chem., 1998, 41, 2588.) 6-bromophthalimide in Example 32. MS (APCI) m/z 530 (M-\f; 'H 
NMR (500 MHz, CD3OD) 5 ppm 1.10 (t, 7=7.52 Hz, 3H), 2.31 (s, 3H), 2.34 (s, 3H), 2.49 (q, 
7=7.57 Hz, 2H), 3.32 (m, 2H), 4.03 (m, IH), 4.36 (dd,7=10.59, 5.68 Hz, IH), 4.49 (m, IH), 
7.05 (m, 2H), 7.13 (t,7=7.06 Hz, IH), 7.25 (s, IH), 7.41 (m, 2H), 7.61 (d,7=7.67 Hz, IH), 
7.66 (s, IH), 7.93 (d,7=1.53 Hz, IH), 8.07 (m, IH), 837 (s, IH), 8.72 (s, IH); Anal. Calcd for 
30 C33H33NSO2: C, 54.94; H, 4.29; N, 8.34. Found; C, 55.03; H, 4.09; N, 8.20. ^ 




(A-485 149) Example 423 
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5-(5-r(2,S^-2-Amino-3-fliy-indol-3-vn-propoxYl-pvridin-3-vU-3- cvclopropvlmethvlene-l,3- 

dihvdro-indol-2-one 

The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
cyclopropylmethylene-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem., 1998, 41, 
2588.) 6-bromophthalimide in Exampl e 32. MS (APCI) m/z 451 (M+l)*; 'HNMR (400 
IVIHz, DMSO-dg) 5 ppm 0.79 (ra, J=4.30, 2.45 Hz, 2H), 0.93 (m, 3H), 1.19 (m, 5H), 2.52 (m, 
4H), 3.84 (s, 2H), 4.19 (m, 2H), 4.35 (m, 2H), 6.33 (d, J^ll.66 Hz, IH), 6.59 (d, J=l 1.05 Hz, 
IH), 6.92 (d, J=7.98 Hz, IH), 7.00 (m, IH), 7.10 (t,J=7.06 Hz, 2H), 7.29 (d, J=2.15 Hz, 2H), 
7.38 (d, J=8.29 Hz, 2H), 7.51 (m, 2H), 7.62 (d, ^7.67 Hz, 2H), 7.69 (m,/=5.06, 3.22 Hz, 
2H), 7.86 (d, y=1.84 Hz, IH), 8.03 (d, J=1.53 Hz, IH), 8.23 (br s, 3H), 8.24 (br s, 3H), 8.32 (d, 
J=2.76 Hz, IH), 8.33 (d, J=2.76 Hz, IH), 8.57 (d, 7=1.53 Hz, IH), 8.60 (d^=1.84 Hz, IH), 
10.54 (s, IH), 10.58 (s, IH), 11.03 (d,J=1.84 Hz, 2H); Anal. Calcd for QgH^gNA: C, 55.48; 
H, 4.05; N, 7.99. Found: C, 55.63; H, 3.98; N, 7.90. 

Example 424 

5-{5-r(2.$^-2-Amino-3-(ljy-indol-3-vn-propoxv1-pvridin-3-vU-3-pvrroli din-2-vlmethvlene- 

1 ,3-dihydro-indol-2-one 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-3- 
pyrrolidin-2-ylmethylene-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem, 1998, 41, 
2588.) 6-bromophthalimide in Example 32. MS (APCI) m/z 480 (M+1)^; 'H NMR (400 
MHz, CD3OD) 5 ppm 1.53 (m, IH), 1.60 (m, IH), 1.70 (m, IH), 2.01 (m, IH), 2.20 (m, 2H), 
2.49 (m, IH), 3.44 (m, 2H), 4.01 (m, IH), 4.32 (dd, J=10.43, 5.83 Hz, IH), 4.46 (m, IH), 7.05 
(m, 3H), 7.13 (t, y=7.67 Hz, IH), 7.24 (s, IH), 7.38 (d,J=8.29 Hz, IH), 7.61 (m, 2H),7.92 (m, 
2H),'8.36 (s, IH), 8.59 (s, IH); Anal. Calcd for C^^H^^jO^: C, 52.24; H, 4.03; N, 8.83. 
Found: C, 52.32; H, 4.24; N, 8.63. 

Example 425 

5-(5-{5-r(2.y>-2-Amino-3-aJ/-indol-3-vn-propoxv1-Pvridin-3-vl>-2-oxo-l.2-dihydro-indol-3- 

vlidenemethvl)-furan-2-carboxvlic acid 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-(5-Bromo-2- 
oxo-l,2-dihydro-indol-3-ylidenemethyl)-furan-2-carboxyIic acid (L. Sun, et al., J. Med. 
Chem., 1998, 41, 2588.) for 6-bromophthalimide in Example 32. MS (APCI) m/z 521 
(M+1)^; 'H NMR (400 MHz, DMSO-d^) 5 ppm 3.16 (d, J=6.75 Hz, 2H), 3.86 (m, IH), 4.21 
(dd, J=10.74, 6.44 Hz, IH), 4.41 (m, IH), 6.97 (t, J=6.90 Hz, IH), 7.03 (d, J=7.98 Hz, IH), 
7.08 (t, J=7.06 Hz, IH), 7.29 (d, 7=2.46 Hz, IH), 7.37 (d, 7=8.29 Hz, IH), 7.40 (d, 7=3.99 Hz, 
IH), 7.44 (m, IH), 7.47 (s, IH), 7.62 (m, 2H), 7.71 (m, IH), 8.17 (br s, 2H), 8.33 (d, 7=2.45 
Hz, IH), 8.71 (d,7=1.84 Hz, IH), 8.98 (d, 7=1.84 Hz. IH), 10.84 (s, IH), 11.01 (d, 7=2.15 Hz, 
IH); Anal. Calcd for C30H24NA: C, 51.75; H, 3.28; N, 6.86. Found: C, 51.69; H, 3.16; N, 
6.71. 
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Example 426 

5-(54(26^-2-Amino-3-(liy-indol-3-vlVpropoxv1-pvridin-3-vI>-3-benzvlide ne-l.3-dihvdro- 

indol-2-one 

The desired compound was prepared by as the trifluoroacetate salt substituting 3- 
Benzylidene-5-bromo-l,3-dihydro-indol-2-one (L. Sun, et al., J. Med. Chem., 1998, 41, 
2588.) for 6-bromophthalimide in Example 32, MS (APCI) m/z 485 (M-1)^;'HNMR (500 
MHz, CD3OD) 5 ppm 3.32 (m, 2H), 4.01 (m, IH), 4.23 (dd, J=10.61, 5.62 Hz, IH), 4.37 (m, 
IH), 7.03 (m, 2H), 7.13 (t,^7.64 Hz, IH), 7.22 (s, IH), 7.34 (t,J=7.49 Hz, IH), 7.39 (d, 
J=8.42 Hz. IH), 7.44 (m, 2H), 7.53 (dd, J=8.27, 1.72 Hz, IH), 7.58 (d, J=8.1 1 Hz, IH), 7.62 
(s, IH), 7.69 (d, J=7.80 Hz, IH), 7.78 (d, ^1.87 Hz, IH), 7.83 (s, IH), 8.00 (d,/=1.56 Hz, 
IH), 8.3 1 (m, 7=6.40, 2.96 Hz, IH), 8.37 (s, IH); Anal. Calcd for CjiHzsNPi C, 55.53; H, 
3.68; N, 7.16. Found: C, 55.74; H, 3.50; N, 7.05. 

Example 427 

5-^5-r(25^-2-Amino-3-n//-indol-3-vn-propoxv1-pvridin-3-vl>-l//-ind ole-2.3-dione 3-oxime 
The desired compound was prepared by as the trifluoroacetate salt substituting 5-Bromo-lH- 
indole-2,3-dione 3-oxime (L. Sun, et al., J. Med. Chem., 1998, 41, 2588.) 6- 
bromophthalimide in Example 32. MS (ESI) m/z 428 (M+1)*; tl NMR (500 MHz, CD3OD) 
5 ppm 3.32 (m, 2H), 4.00 (m, IH), 4.29 (dd, >10.45, 5.77 Hz, IH), 4.44 (dd,/=10.61, 3.12 
Hz, IH), 7.05 (m, 2H), 7.13 (t, J=7.17 Hz, IH), 7.24 (s, IH), 7.38 (d, 7=8.1 1 Hz, IH), 7.60 
(d, 7=8.11 Hz, IH), 7.65 (dd, >=8.27, 2.03 Hz, IH), 7.78 (m, IH), 8.32 (d,7=1.87 Hz, IH), 
8.34 (s, IH), 8.52 (s, IH); Anal. Calcd for C^^^VL^^fi^: C, 51.30; H, 3.54; N, 10.68. Found: C, 
50.99; H, 3.33; N, 10.47. 

The following compounds were prepared by substituting the appropriate tributylsannyl 
reagents for (l,l,l-tributylstannyl)benzene and Example 362A for 80E in Example 364. 

Example 428 

fl5)-2-f5-Benzor61thiophen-2-yl-6-furan-2-yl-pyridin-3-vloxv)-l-a//-indol -3-vlmethvn- 

ethylamine 

MS (APCI) m/z 465 (M-1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 3.32 (m, 2H), 3.99 (m, IH), 
4.27 (dd, 7=10.61, 5.62 Hz, IH), 4.41 (m, IH), 6.47 (dd,7=3.43, 1.87 Hz, IH), 6.66 (d, 7=3.43 
Hz, IH), 7.01 (t,7=7.02 Hz, IH), 7.10 (t, 7=8.11 Hz, IH), 7.23 (s, IH), 7.35 (d,7=8.1I Hz, 
IH), 7.39 (d, 7=1.25 Hz, IH), 7.56 (d, 7=2.81 Hz, IH), 7.58 (d, 7=7.80 Hz, IH), 7.72 (s, IH), 
8.31 (d, 7=6.24 Hz, IH), 8.50 (d,7=2.81 Hz, IH), 8.61 (d,7=6.24 Hz, IH), 9.51 (s, IH); Anal. 
Calcd for C37H2,N402S: C, 52.57; H, 3.40; N, 7.81 . Found: C, 52.35; H, 3.20; N, 7.73. 

Example 429 

(l^^-2-(5-Benzor61thiophen-2-vl-6-vinvl-Pvridin-3-vloxv)-l-flH-indol-3-ylmethyl)- 

ethvlamine 
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MS (APCI) m/z 427 (M+l)*; 'HNMR (400 MHz, DMSO-d^) 5ppm 3.15 (m, 2H), 3.85 (m, 
IH), 4.17 (dd, J=10.76, 6.08 Hz, IH), 4.33 (dd, J=10.76, 2.96 Hz, IH), 5.44 (m, IH), 6.30 (dd, 
J=16.85, 2.18 Hz, IH), 6.93 (dd, J=16.69, 10.76 Hz, IH), 7.00 (t/=7.33 Hz, IH), 7.08 (t, 
J=7.49 Hz, IH), 7.29 (d, 7=2.18 Hz, IH), 7.36 (d, J=8.1 1 Hz, IH), 7.51 (d/=2.81 Hz, IH), 
7.60 (d, J-=8.11 Hz, IH), 7.77 (s, IH), 8.18 (d,y=5.93 Hz, IH), 8.25 (m, 2H), 8.51 (d.J=2.81 
Hz, IH), 8.67 (d, J=5.93 Hz, IH), 9.56 (s, IH), 1 1.02 (s, IH); Anal. Calcd for QA^NPS: C, 
48.44; H, 3.28; N, 7.29. Found: C, 48.38; H, 3.32; N, 7.02. 

Example 430 

fl6^-2-f5-Benzor61thiophen-2-vl-6-thiophen-2-vl-pvr idin-3-vloxv)-l-fli:Mndol-3-ylmethyl)- 

ethylamine 

MS (APCI) m/z 481 (M-1)^; 'H NMR (500 MHz, DMSO-d^) 5 ppm 3.15 (m, 2H), 3.85 (m, 
IH), 4.18 (dd, 7=10.76, 6.08 Hz, IH), 4.34 (dd, 7=10.61, 3.12 Hz, IH), 6.71 (dd, 7=3.59, 1.09 
Hz, IH), 6.90 (dd, 7=4.99, 3.74 Hz, IH), 7.00 (t,7=7.02 Hz, IH), 7.08 (t, 7=7.18 Hz, IH), 
7.29 (d, 7=2.18 Hz, IH), 7.36 (d,7=7.80 Hz, IH), 7.55 (dd,7=5.15, 1.09 Hz, IH), 7.57 (d, 
7=2.81 Hz, IH), 7.60 (d, 7=7.80 Hz, IH), 7.78 (s, IH), 8.13 (d,7=5.93 Hz, IH), 8.23 (br s, 
2H). 8.50 (d, 7=2.81 Hz, IH), 8.64 (d, ^5.93 Hz, IH), 9.50 (s, IH), 11.02 (d^l.56 Hz, IH); 
Anal. Calcd for Q^H^^NpS^: C, 48.83; H, 3.12; N, 6.99. Found: C, 48.74; H, 3.07; N, 6.88. 

Example 431 

ag)-2-(5-Benzor61thiophen-2-vl-6-thiazoI-2-vl-pwid in-3-vloxv)-l-(ljy-indol-3-ylmethyi)- 

ethyiamine 

MS (APCI) m/z 484 (M+1)*; 'H NMR (500 MHz, DMSOA) 5ppm 3.15 (m, 2H), 3.84 (m, 
7=14.12 Hz, IH), 4.22 (dd, 7=10.89, 5.98 Hz, IH), 4.38 (dd, 7=10.74, 3.07 Hz, IH), 6.98.(t, 
7=7.06 Hz, IH), 7.07 (t, 7=7.52 Hz, IH), 7.29 (d, 7=2. 15 Hz, IH), 7.35 (d, J^7M Hz, IH), 
7.60 (d, 7=7.98 Hz, IH), 7.63 (d,7=2.76 Hz, 2H), 7.73 (s, IH), 7.77 (d, 7=3.38 Hz, IH), 8.16 
(d, 7=5.83 Hz, IH), 8.29 (br s, 2H), 8.56 (d,>=2.76 Hz, IH), 8.63 (d,7=5.83 Hz, IH), 9.52 (s, 
IH), 1 1.02 (d, 7=1.84 Hz, IH); Anal. Calcd for Cj^H^.N^OS: C, 46.55; H, 2.93; N, 8.48- 
Found: C, 46.87; H, 2.97; N, 8.46. 

Example 432 

fl.S^-2-(5-Benzorb1thiophen-2-yl-6-pyrazin-2-yl-Pvridin-3-ylo xvVl-(l//-indol-3-ylmethyl)- 

ethylamine 

MS (APCI) m/z 479 (M-1)^; 'H NMR (500 MHz, CD3OD) 5 ppm 3.32 (m, 2H), 4.02 (m, IH), 
4.33 (dd, 7=10.61, 5.62 Hz, IH), 4.47 (dd, 7=10.61, 3.12 Hz, IH), 7.02 (t, 7=7.02 Hz, IH), 
7.10 (t, 7=7.18 Hz, IH), 7.25 (s, IH), 7.36 (d,7=8.11 Hz, IH), 7.60 (d, 7=7.80 Hz, IH), 7.63 
(s, IH), 7.67 (d, 7=2.50 Hz, IH), 8.25 (d, ^5.93 Hz, IH), 8.32 (s, IH), 8.52 (d/=1.87 Hz, 
IH), 8.58 (d, 7=6.24 Hz, IH), 8.63 (d, 7=2.18 Hz, IH), 9.09 (s, IH), 9.46 (s, IH). 

Example 433 
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(5-ra5)-2-Amino-3-fl.g-indol-3-vn-propoxv1-3-benzor61thiophen-2-vl-pvridin-2-vU- 

phenyl-amine 

The title compound was prepared by substituting Example 362A for Example 381 A in 
Example 318. MS (APCI) m/z 492 (M+1)^; 'H NMR (500 MHz, DMSOd^) 5 ppm 3.16 (m, 

5 2H), 3.83 (m, J=2.50 Hz, IH), 4.13 (dd, J=10.61, 5.93 Hz, IH), 4.29 (dd,J=10.45, 2.96 Hz, 
IH), 6.86 (t, J=7.18 Hz, IH), 7.01 (t,J=7.49 Hz, IH), 7.09 (t, J=7.33 Hz. IH), 7.20 (t, y=7.80 
Hz. 2H), 7.25 (m, 2H), 7.30 (d,J=2.18 Hz, IH), 7.38 (d, J=8.11 Hz, IH). 7.62 (d, J=7.80 Hz, 
IH), 7.72 (d. J=3.12 Hz, IH), 8.11 (s, IH), 8.16 (d.J=3.12 Hz, IH), 8.20 (d,y=6.24 Hz, IH), 
8.25(brs,2H), 8.38 (s, IH), 8.64 (d. ^6.24 Hz, IH), 9.55 (s, IH), 11.03 (d/=1.56 Hz, IH); 

10 Anal. Calcd for QjH^jNSOS: C, 48.90; H, 3.26; N, 7.96. Found: C, 48.88; H, 3.13; N, 7.90. 

Example 434 

{5-r(25^-2-Amino-3-(l.^-indol-3-yn-propoxy1-3-benzorZ>lthiophen-2-vl-pvridin-2-yl|- 

pyridin-3-yl-amine 

The title compound was prepared by substituting 3-aminopyridine for aniline in Example 
15 433. MS (APCI) m/z 491 (M-1)*; 'H NMR (500 MHz, CD3OD) 5 ppm 3.32 (m, 2H), 3.97 (m, 

IH), 4.24 (dd, J=10.29, 5.93 Hz, IH), 4.37 (dd, ^10.45. 3.28 Hz, IH), 7.03 (t^=7.18 Hz. 

IH), 7.11 (t, J=7.18 Hz. IH), 7.24 (s, IH). 7.37 (d, ^8.42 Hz, IH), 7.59 (d/=8.11 Hz. IH). 

7.68 (d. y=3.12 Hz, IH), 7.87 (dd, J=8.74, 5.62 Hz, IH), 8.05 (s, IH), 8.24 (d/=3.12 Hz, IH), 

8.30 (d, J-5.30 Hz, IH), 8.32 (d, J=6.24 Hz, IH), 8.42 (dd, J=8.73, 1.56 Hz, IH), 8.63 (d, 
20 J=6.24 Hz, IH), 9.15 (d, J=2.18 Hz, IH), 9.53 (s, IH); Anal. Calcd for C2gH24N<iOS: C, 48.93; 

H, 3.26; N. 10.07. Found: C, 48.82; H, 3.35; N, 9.92. 

Example 435 

6-{5-[(25)-2-Amino-3-(lif-indol-3-yl)-propoxy]-pyridin-3-yI}-3//-benzooxazol-2-one 
The desired compound was prepared by substituting 6-Bromo-3i¥-benzooxazol-2-one (C. 

25 Flouzat, et al, J. Med. Chem., 1993, 36, 497) for 6-bromophthalimide in Example 32. MS , 
(APCI) m/z 401 (M+1)*; 'H NMR (500 MHz. DMSO-dg) 5 ppm 3.16 (d, J=9.67 Hz, 2H), 
3.85 (m, IH), 4.18 (dd, .^10.61, 5.93 Hz, IH), 4.34 (dd,y=10.76, 2.96 Hz, IH), 7.01 (t, 
/=7.49 Hz, IH), 7.10 (t, ^7.49 Hz, IH), 7.20 (d,/=8.1 1 Hz, IH), 7.29 (d, ..^2.18 Hz, IH), 
7.38 (d, 0^8.1 1 Hz, IH), 7.50 (dd, 7=8.1 1, 1.56 Hz, IH), 7.62 (d, J=7.80 Hz, IH), 7.65 (s, 

30 IH), 7.70 (s, IH), 8.18 (s, 2H), 8.33 (d,J=2.81 Hz, IH), 8.55 (d, >1.56 Hz, IH), 11.02 (s, 
IH), 1 1.81 (s, IH); Anal. Calcd for Q3H20N4O3: C, 50.53; H, 3.44; N, 8.60. Found: C, 50.71; 
H. 3.46; N, 8.42. 

Example 436 

l-Benzoimidazol-l-ylmethyl-2-r5-(3-methyl-liy-indazol-5-yl)-pyridin-3-vloxy1-ethylamine 

35 . 

Example 43 6A 
3-Bromo-5-oxiranylmethoxy-pyridine 
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To a solution of 5-Bromo-pyridin-3-ol (0.50 g, 2.87 mmol), oxiranyl-methanol (0.38 mL, 
5.74 mmol) and triphenylphosphine (1.50 g, 5.74 mmol) in anhydrous THF (20 mL) was 
added di-ter/-butyl azodicarboxylate (DBAD) (1.32 g, 5.74 mmol) and the reaction mixture 
stirred at room temperature for 1 8 hrs and concentrated. The residue was purified by flash 
column chromatography on silica gel eluting with 10%-35% ethyl acetate/hexanes to provide 
the desire product (0.48g, 73%). 

Example 436B 

l-Benzoimidazol-l-yl-3-(5-bromo-pvridin-3-yloxvVpropan-2-ol 
A solution of Example 436A (500 mg, 2.17 mmol) and l//-Benzoimidazole (28 mg, 2.39 
mmol) in 2-propanol (10 mL) was refluxed under for 2 hrs. The reaction mixture was 
cooled, diluted with ethyl acetate(50 mL) and washed with brine (2 X 25 mL). The residue 
was concentrated and purified by flash column chromatography on silica gel eluting with 
100% ethyl acetate to 5% methanol/ethyl acetate to provide the desire product (1.08 mmol, 
50%). 

Example 436C 

5-|"5-f3-Benzoimidazol-l-vl-2-hvdroxv-propoxvVpvridin- 3-vn-3-methyl-indazole-l- 

carboxylic acid tert-hutyl ester 
the product was prepared by substituting Example 436B for Example 202A in Example 
203B. 

Example 436D 

1 -Benzoimidazol- 1 -vlmethvl-2-r5-(3-methvl-l/f-indazol-5-vn- pvridin-3-vloxy1-ethylamine 
The desired compound was prepared by as trifluoroacetic acid salt by substituting Example 
436C for Example 27B in Example 27C. MS (APCI) m/z 400 (M+1)"; 'H NMR (400 MHz, 
CD3OD) 5 ppm 2.53 (m,-3H), 4.31 (dd, J=13.81, 4.91 Hz, 2H), 4.42 (m, J=7.98, 3.38 Hz, IH), 
4.54 (m, 2H), 7.56 (m, 3H), 7.67 (dd,J=8.75, 1.07 Hz, IH), 7.78 (dd,J=5.83, 3.38 Hz, IH), 
7.94 (dd, J=6.14, 3.07 Hz. IH), 8.05 (s, IH), 8.12 (s, IH), 8.35 (s, IH), 8.64 (s, IH), 936 (s, 
IH). 

Example 437 

2-r5-('3-Methvl-li/-indazol-5-Yl)-Pvridin-3-vloxvl-l-morpholin-4-vhnethvl-ethylamine 

Example 437A 

l-f5-Bromo-pvridin-3-vloxvV3-morpholin-4-yl-propan-2-ol 
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The desired compound was prepared by substituting morpholine for l//-Benzoimidazble in 
Example 437B 



Example 437B 

r2-(5-Bromo-pvridin~3-vloxvVl-morpholin-4-vlmethvl-ethvl1-carbamic acid /er/-butvl ester 
To a solution of the Example 437A (250 mg, 0.79 mmol), isoindole-l,3-dione (121 mg, 0.82 
mmol) and triphenylphosphine (240 mg, 0.92 mmol) in anhydrous THF (10 mL) was added 
DIAD (0.16 mL, 0.83 mmol) and stirred at room temperature for 45 mins. The concentrated 
residue was then purified by flash column chromatography eluting with 60% ethyl 
acetate/hexanes to give the desired intermediate which was dissolved in absolute ethanol (10 
mL). Hydrazine monohydrate (40 pL) was added and the reaction mixture refluxed for 3 hrs. 
The cloudy solution was cooled, concentrated and dissolved in DMF (10 mL). Di-rer/-butyl- 
dicarbonate (271 mg, 1.25 mmol) and triethyl amine (0.18 mL, L25 mmol) were added and 
the clear solution stirred at room temperature for 15 hrs. The clear solution was diluted with 
ethyl acetate (25 mL) and washed with brine (25 mL) and water (25 mL). The concentrated 
residue was further purified by flash column chromatography eluting with 15% ethyl 
acetate/hexanes to give the desired product. 

Example 437C 

5-^5-(2-/er^ButoxvcarbonylaminQ-3-mQrpholin-4-y^propoxy)~pvridin-3-vn-3-methy^ 
indazole~l-carboxylic acid /er/-butyl ester 
The product was prepared by substituting Example 437B for Example 202A in Example 
203B. 

Example 437D 

2-r5-f3-Methvl-li/-indazol-5-yl)-pvridin-3-yloxvl"l-morpholin-4-ylmethyl~e^^ 
The desired compound was prepared as trifluoroacetic acid salt by substituting Example 
437C for Example 27B in Example 27C. MS (APCI) m/z 369 (M+1)^; NMR (400 MHz, 
CD3OD) 5 ppm 2.62 (s, 3H), 2.73 (dd, J=11.51, 4.76 Hz, 2H), 2.86 (m, 2H), 2.98 (m, 2H), 
3.79 (t, j=4.45 Hz, 4H), 4.04 (m, J=8.59, 3.38 Hz, IH), 4.47 (dd, J=10.43, 5.52 Hz, IH), 4.59 
(m, IH), 7.64 (d, J=8.59 Hz, IH), 7.76 (dd, J-8.90, 1.23 Hz, IH), 8.15 (s, IH), 8.24 (s, IH), 
8.48 (s, IH), 8.78 (s, IH); Anal. Calcd for Qo^^N^O^: C, 44.01; H, 3.98; N, 9.87. Found: C, 
43.92; H, 3.92; N, 9.73. 

E xample 438 

5-r5-((2»y)-2-Amino-3-phenyl-propoxy)-pvridin-3-yn-13-dihvdro-indol-2-one 
The desired product was prepared by substituting Boc-phenylalaninol for Boc-tryptophanol in 
Example 36. MS (APCI) m/z 360 (M+l)"'; ^H NMR (500 MHz, CD3OD) 6ppm 3.15'(d, 
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J=7.49 Hz, 2H), 3.61 (s, 2H), 3.95 (m, IH), 4.26 (dd, J=10.61, 5.62 Hz, IH), 4.40 (dd, 
J=10.61, 3.12 Hz, IH), 7.04 (d, J=8.11 Hz, IH), 7.33 (m, 5H), 7.58 (d, J=8.11 Hz, IH), 7.62 
(s, IH), 7.96 (s, IH), 8.38 (d, J=2.50 Hz, IH), 8.60 (s, IH); Anal. Calcd for C22H21N3O2: C, 
51.39; H, 3.78; N, 6.76. Found: C, 51.48; H, 3.63; N, 6.75. 
^5 Example 439 

5-r5-((2»S^-2-AminO"3-phenyl-propoxv)-pyridin-3-yll"3-(lif"pyrrol-2-vlmeth 

dihydro-indol-2-one 

The desired product was prepared by substituting Boc-phenylalaninol for Boc-tryptophanol in 
Example 39. MS (APCI) m/z 437 (M+1)^; ^HNMR (500 MHz, CD3OD) 5ppm 3.17 (d, 

10 J=7.80 Hz, 2H), 3.97 (m, IH), 4.28 (dd, J=10.61, 5.62 Hz, IH), 4.43 (dd^-10.45, 2.96 Hz, 
IH), 6.38 (m, IH), 6.85 (d, J-3.74 Hz, IH), 7.06 (d, J-8.1 1 Hz, IH), 7.25 (s, IH), 7.34 (m, 
5H), 7.51 (dd, J=8.11, 1.87 Hz, IH), 7.73 (s, IH), 7.94 (s, IH), 8.03 (s, IH), 8.38 (d, J=1.87 
Hz, IH), 8.67 (s, IH), 13.32 (s, IH); Anal. Calcd for C2^24N402: C, 53.27; H, 3.70; N, 7.76. 
Found: C, 53,46; H, 3.69; N, 7.77. 

15 Example 440 

S-r5-((2»S^-2-Amino-3-phenyI-propoxy)-pyridin-3-yll-3-furan-2-ylmetWlene-l,3--dihydro-- 

indol-2-one 

The desired product was prepared by substituting Boc-phenylalaninol for Boc-tryptophanol in 
Example 412. MS (APCI) m/z 438 (M+l)-"; 'H NMR (500 MHz, CD3OD) 5ppm 3.85 (m, 

20 4H), 4.75 (m, 2H), 4.93 (m, 2H), 5.10 (dd,J=10.61, 3.12 Hz, 2H), 7.64 (dd, J=3.43, 1.56 Hz, 
IH), 7.77 (d, J=8.1 1 Hz, IH), 7.82 (d, J=8.1 1 Hz, IH), 8.08 (m, 2H), 8.14 (m, 8H), 8.22 (s, 
IH), 8.39 (d, J=1.87 Hz, IH), 8.42 (dd, >=8.1 1, 1.87 Hz,lH), 8.45 (s, IH), 8.53 (s, IH), 8.68 
(s, IH), 8.80 (d, J=1.56 Hz, IH), 8.90 (d, J=L87 Hz, IH), 9.00 (d, J=1.56 Hz, IH), 9.07 (s, 
2H), 9.1 1 (d, J= 3.43 Hz, IH), 9.16 (br s, 2H), 9.44 (d, J=i;56 Hz, IH), 1 1,54 (s, IH), 1 1.57 

25 (s, IH); Anal, Calcd for C27H23N3O3: C, 55.36; H, 3.74; N, 6.21. Found: C, 55.09; H, 3.74; N, . 
6.07. 

Example 441 ' 

(liS^-l--Benzoimidazol-I-ylmethyl-2~r5-(3-methyl-l/f-indazol-5-yl)-pyridin-3-yloxy1- 

ethylamine 

30 

Example 441 A 
(2j?)-l-Benzoimidazol-l-yl-3-benzyloxy-propan-2-ol 
A solution of 2-(3-phenyl-propyI)-oxirane (3.0 g, 18.27 mmol) and benzimidazole (2.37 g, 
20.1 mmol) in anhydrous 2-propanoI (50 mL) was purged with nitrogen and refluxed for 2.5 
35 hrs. The reaction mixture was cooled, concentrated and purified by flash column 

chromatography on silica gel [0(1 min)-15% (16 min) methanol in 2:1 ethyl acetate/hexanes 
to provide the desired product (4.72 g, 91%). 



-227- 



wo 03/051366 



PCTAJS02/39915 



10 



Example 44 IB 
(2S)- 1 -(2-Azido-3 -benzyloxv-propviv lij^-benzoimidazole 
To a solution of Example 441A (LO g, 3.54 mmol) and triphenylphosphine (1.39 g, 5.31 
mmol) in anhydrous THE (30 mL) was added diphenylphosphoryl azide (1 .14 mL, 5,3 1 
mmol) at 0 °C followed by the addition of DEAD (836 p.L). The reaction mixture was stirred 
at 0 °C for 30 mins and at room temperature for 15 hrs. The concentrated residue was then 
purified by flash column chromatography on silica gel eluting with 60%-80% ethyl 
acetate/hexanes to provide the desired product. 



Example 44 IC 

(2-Benzoimidazol-l-vl-l-benzylQXvmethyl-ethvI)-carbamic acid /gr/-butyl ester 
To a solution of the Example 441B 1 g, ~3.54 mmol) in ethanol (25 mL) was added 10% 
Pd/C (230 mg) under nitrogen. This suspension was purged with hydrogen and was stirred 

15 under hydrogen (balloon) for 1 h. The solid material was filtered off and the filtrate was 
concentrated. The residual foam was dissolved in anhydrous DMF (20 mL). Triethylamine 
(1.08 mL, 7.78 mmol) and di^er^-butyl dicarbonate (0.85 g, 3.89 mmol) were then added at 
room temperature and the solution stirred under nitrogen for 2h. EtOAc (200 mL) was added 
and the mixture was washed with brine (200 mL), and water (100 mL). The organic phase 

20 was concentrated and the residue was purified by flash chromatography [60-80%(5 min) 
EtOAc in hexane] to give desired product. 

Example 44 ID 

(liy)-(2-BenzoimidazoM-yl-l-hydroxvmethvl-ethyn-carbamic acid tert-hutyl ester 
25 To a solution of the Example (0.78 g) in methanol (20 mL) was added 10% Pd-C (450 mg) 
under nitrogen. This reaction mixture was purged with hydrogen and was stirred under 
hydrogen at 86 °C for 3.5 days (balloon). The filtrate was concentrated and the residual oil 
was separated by flash chromatography (0-15% CH3OH in 2:1 EtOAc/hexane) to give the 
desired product (199.7 mg, 33%). 

30 

Example 44 IE 

(15^-ri-Benzoimidazol-l-ylmethvl-2-(5-bromo-pyridin-3-yloxyVethvlT-car bamicacidre^^^ 

butyl ester 
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To a solution of 5-bromo-pyridin-3-ol (102 mg, 0.58 mmol). Example 441D (154 mg, 0.53 
mmol) and triphenylphosphine (208 nig, 0.793 mmol) in anhydrous THF (20 mL) was added 
DEAD (125 |aL, 0.79 mmol) and the reaction mixture stirred at room temperature for 2 hrs 
and concentrated. The residue was purified by flash column chromatography on silica gel (0- 
5 15% CH3OH in 2:1 EtOAc/hexane) to give the desired product (100 mg, 43%). 

Example 44 IF 

5-r5-(3-Benzoimidazol-l-vl-2-tert-butoxycarbonvlamino-propoxv)"pyridin-3-yll-3-methyl- 

indazole-l-carboxyiic acid ^gr^butyl ester 
10 The product was prepared by substituting Example 447E for Example 202A in Example 
203B. 

Example 44 IG 

(liS^-l-BenzoimidazoI-l-vlmethyl-245-(3-methyl-lH-indazol-5~yl)-pyridin-3-yloxy1- 

15 ethylamine 

The desired compound was prepared by as trifluoroacetic acid salt by substituting Example 
441Ffor Example 27B in Example 27C. *H NMR (300 MHz, CD3OD) 5 ppm 2.63 (m, 3H), 
4.53 (m, 2H), 4.65 (m, IH), 5.09 (d, J^6.78 Hz, 2H), 7.66 (m, 2H), 7.74 (d,J-L70 Hz, IH), 
7.77 (d, J=1.70 Hz, IH), 7.90 (m, IH), 8.02 (m, IH), 8.12 (m, IH), 8.15 (d,J=2.37 Hz, IH), 

20 8.46 (d, JMinX Hz, IH), 8.77 (d, J=1.70 Hz, IH), 9.40 (s, IH); Anal. Calcd for C^^\{^^0\ C, 
42.16; H, 2.93; H 9,22. Found: C, 42.08; H, 3.24; N, 9.13. 

Example 442 

3-{3-ff2»S^-2-Amino-3-(lif-indol-3-yl)-propoxyl-5-isoquinolin--6-vl-pyridin-4--yl}- 
25 acrylonitrile 

Example 442A 
3-Chloro-5-(4-methoxy-benzyloxy)"pyridine 
To a solution of 3-chloro-5 -hydroxy pyridine (2.0 g,17.0 mmol), 4-methoxybenzyl alcohol 
30 (2.85 g, 25.5 mmol) and triphenylphosphine (6.68 g, 25.5 mmol) in dry THF (100 ml) DEAD 
(4.44 g,25.5 mmol) was added dropwise. The resulting solution was stirred 3 hours at room 
temperature. The reaction solution was partitioned between ethyl acetate and water. The 
organic layer was washed (brine), dried (Na2S04), filtered and concentrated under vacumm. 
Purification on silica gel with 20% ethyl acetate/ hexane to provide the title compound (1 .9 g, 
35 53 %). MS (DCI/NH3) m/e 250 (M+1)"^. 



Example 442B 



-229- 



10 



wo 03/051366 PCTAJS02/39915 

3-ChlQro-5-(4-methoxy-benzyloxy)-pvridine"4-carbaldehyde 
A solution of DIPA (1.73 g, 17.16 mmol) in THF (100 ml) was treated dropwise with n-BuLi 
(6.86 ml, 17.16 mmol) at 0 °C, stirred for 30 min. at 0 °C. To the reaction Example 442A 
(3.56 g, 14.3 mmol) in THF (10 ml) was added dropwise at -78 °C. The resulting solution 
was stirred 1 hours at -78 °C. The mixture was quenched with methyl formate ( 2.0 ml). The 
reaction solution was partitioned between ethylacetate and water. The organic layer was 
washed (brine), dried (NagSOJ, filtered and concentrated under vacumm. Purification on 
silica gel with 20% ethyl acetate/ hexane to provide the title compound (2.2 g, 56 %). MS 
(DCI/NH3) m/e 278 (M+1)"^. 



Example 442C 

3-r3-Chloro-5"(4-methoxy-benzyloxy)-pyridin-4-yn"acrylonitrile 
A solution of diethylmethylcyanophosponate (212 mg, 1.2 mmol) in THF (4 ml) was treated 
dropwise with LiHMDS (1.2 ml, 1.2 mmol) at 0 °C, stirred for 30 min. at 0 °C. treated with 
15 Example 442B (277 mg, 1 mmol) in THF (1 ml). The resulting solution was stirred 1 hours. 
The mixture was quenched with water. The reaction solution was partitioned between 
ethylacetate and water. The organic layer was washed (brine), dried (Na2S04), filtered and 
concentrated under vacumm. Purification on silica gel with 20% ethyl acetate/ hexane to 
provide the title compound (210 mg, 70 %). MS (DCI/NH3) m/e 301 (M+l)"^. 

20 

Example 442D 
3-(3-Chloro-5~hydroxy"pyridin~4-yl)'-acrylonitrile 
To a solution of Example 442C (1.02 g, 3.4 mmol) in dichloromethane (10 ml) THA (1 ml) 
was added. The resulting solution was stirred for two hours. The reaction solution was 
25 partitioned between ethylacetate and water. The organic layer was washed (brine), dried 

(Na2S04), filtered and concentrated under vacumm. Purification on silica gel with 40% ethyl 
acetate/ hexane to provide the title compound (600 mg, 98 %). MS (DCI/NH3) m/e 1 81 

(M+1)^. 



CN 

30 Example 442E 

(iy)-r2-r5-Chloro-4-(2-cvano-vinyl)-pyridin-3-yloxy>l-(li/4ndol-3-ylmethyl)-^^^ 

carbamic acid tert-hutyl ester 
To a solution of Example 442D (430 mg, 2.39 mmol), iV-alpha-(/er/-butoxycarbonyl>i- 
tryptophanol (762 mg, 2.6 mmol) and triphenylphosphine (1.38 g, 5.26 mmol) in dry THF (40 
35 ml) DBAD (880 mg, 3.82 mmol) was added. The resulting solution was stirred 3 hoursat 
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room temperature. The reaction solution was partitioned between ethylacetate and water. 
The organic layer was washed (brine), dried (N^SOJ, filtered and concentrated under 
vacumm. Purification on silica gel with 20% ethyl acetate/ hexane to provide the title 
compound (340 g, 32 %). MS (DCI/NH3) m/e 453 (M+1)"^. 

5 CN ^oV/ 

Example 442F 

(liS)-r2-r4-(2"Cyano-vinyl)-5-isoquinolin-6-yl-pyridin-3"yioxy>l-(l//'-indol-3-ylmethy 

ethyn-carbamic acid /gr^butyl ester 
To a solution of Example 442E (330 mg, 0.73 mmoi), 6-(l',l,l-trimethyIstannyl)- 
10 isoquinoline(276 mg, 0.95 mmol), tris(dibenzylideneacetone)-dipalladium (66.8 mg, 0.073 

mmol) and 2-dicyclohexylphosphino-2'-dimethylamino-l,r-biphenyl (57.3 mg, 0.146 mmol) 
in dry DMF (10 ml) triethyl amine was added under N2. The resulting solution was stirred 3 
hours at 100 °C. The reaction solution was partitioned between ethylacetate and water. The 
organic layer was washed (brine), dried (Na2S04), filtered and concentrated under vacumm. 
15 Purification on silica gel with 60% ethyl acetate/ hexane to provide the title compound (61 
mg, 17 %).MS (DCI/NH3) m/e 546 (M+l)"*". 

Example 442G 

3-{3-[(25)-2-Amino-3-(liy-indol-3-yI)-propoxy]-5-isoquinolin-6-yl-pyridin-4-yl}- 

20 acrylonitrile 

MS (DCI/NH3) m/e 446 (M+1)^; NMR (300 MHz, D6-DMSO) 5 11 .06 (s; IH), 9.68 (s; 

IH), 8.68 (d; IH; J=6.0 Hz), 8.58 (s; IH), 8.44 (d; IH; J=8.4 Hz), 8.40 (s;lH), 8.23 (d; IH; 
J=6.0 Hz), 8.20 (s; 3H), 7.80 (d; IH; J=8.4 Hz), 7.60 (d; IH; J=8.4 Hz), 7.44 (d; IH; J=17.1 
Hz), 7.40 (d; IH; J=8.4 Hz), 7.30 (s; 1H),7.1 1 (t; IH; J=8.4 Hz), 7.01 (t; IH; J=8.4 Hz), 6.24 
25 (d; IH; J-17.1 Hz), 4.48 (m; IH), 4.31 (m; IH), 3.97 (m; IH), 3.17 (m; 2H) 

Example 443 

(l^-l-fl//-Indol"3-ylmethyl)-2"(5-isoquinolin-6-yl-4-methyl-pyridin-3-yloxy)-ethylamine 
The desire product was prepared by substituting methyl iodide for ethyl acetate in Example 
30 442, omitting the step of Example 442C. MS (DCI/NH3) m/e 409 (M-M)-"; ^H NMR (300 
MHz, D6-DMSO) 5 11, 06 (s; IH), 9.72 (s; IH), 8.68 (d; IH; J-6.0 Hz), 8.47 (d; IH; J=8.4 
Hz), 8.37 (s; IH), 8.32 (s; IH), 8.22 (m; 4H), 7.91 (d; IH; J=8.4 Hz), 7.61 (d; IH; J=8.4Hz), 
7.40 (d; IH; J-8.4 Hz), 7.30 (s; IH), 7.12 (t; IH; J-8.4 Hz), 7.02 (t; IH; J=8.4 Hz), 4.37 (m; 
IH), 4.22 (m; IH), 3.89 (m; IH), 3.20 (m; 2H), 2.29 (s; 3H). 

35 
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Example 444 

5--f5-rf2>S^-2-Amino-3-(ljf4ndol-3-ylVpropoxvVpvridin-3-vl>-3-m^ 

2-one 

5 Example 444A 

3 -Methyl- 1 ,3 -dihydro-indo 1 -2 -one 
A solution of oxindole (665 mg, S.Ommol) in THF (10 ml) was treated dropwise with n-BuLi 
. (4.4 ml, 1 1.0 mmol) at -78 °C, stirred for 30 min. at-78 °C. To the reaction methyliodine (2 
ml) was added dropwise at -78 ''C. The resulting solution was wanned up to room 
10 temperature. The mixture was quenched with water. The reaction solution was partitioned 
between ethylacetate and water. The organic layer was washed (brine), dried (Na2S04), 
filtered and concentrated under vacumm. Purification on silica gel with 30% ethyl acetate/ 
hexane to provide the title compound (630 mg, 86 %). MS (DCI/NH3) m/e 148 (M+l)*".. 

15 Example 444B 

5-Bromo-3-methyl-l,3-dihydro-indol-2-one 
To a solution of Example 444B (625 mg, 4.25 mmol) in acetonitrile (10 mi) NBS (757 mg, 
4.25 mmol) was added at-10 °C. The mixture was stirred at --10 °C for 1 hours and 0 °C for 
2 hours. The reaction solution was partitioned between ethylacetate and water. The organic 

20 layer was washed (brine), dried (N^S04), filtered and concentrated under vacumm. 

Purification on silica gel with 30% ethyl acetate/ hexane to provide the title compound (640 
mg, 66 %). MS (DCI/NH3) m/e 227 (M-i-l)^ 

Example 444C 

25 5-{5-r(25)-2-Amino-3-(liy-indol-3-yn-propoxyl-pyridin-3-yl>-3-methyl-L3-dihvdro-indol- 

2-one 

The desired product was prepared by substituting Example 44B for 6-bromophthalimide in 
Example 32. NMR (300 MHz, D6-DMSO) 5 11.04 (s; IH), 10.49 (5 IH), 8.53 (s; IH), 
8,30 (s; IH), 8.16 (s; 2H), 7.64 (s; IH), 7.62 (d; IH; J=^7.5 Hz), 7.53 (d; IH; J=7.5 Hz), 7.38 
30 (d; IH; J-8.7 Hz), 7.30 (s; IH), 7.10 (t; IH; J=8.7 Hz), 7.01 (t; IH; J=8.7 Hz), 6.93 (d; IH; 
J=8.7 Hz), 4.33 (m; IH), 4.14 (m; IH), 3.84 (m; IH), 3.49 (q; IH; J=7.5), 3.14 (m; 2H), 1.39 
(dj 3H; J=7.5 Hz); MS (DCI/NH3) m/e 413 (M+1)^ 

Example 445 

35 5-(5-r(2^-2-Amino-3-(lij-indol-3-vn-propoxy1-pyridin-3-yn-33-dimethyl-L3-dihydro- 

indol-2-one 
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Example 445A 

3,3~Dimethyl-l,3"dihydro-indol-2-one 
A solution of Example 444 A (500 mg, 3.4mmol) in THF (10 ml) was treated dropwise with 
n-BuLi (2.7 ml, 6.8 mmol) at -78 stirred for 30 min. at -78 °C. To the reaction 
5 methyliodine (2 ml) was added dropwise at -78 °C. The resulting solution was warmed up to 
room temperature. The mixture was quenched with water. The reaction solution was 
partitioned between ethylacetate and water. The organic layer was washed (brine), dried 
(NajSOJ, filtered and concentrated under vacumm. Purification on silica gel with 30% ethyl 
acetate/ hexane to provide the title compound (410 mg, 75 %). MS (DCI/NH3) m/e 162 

10 (M+)^ 

Example 445B 

5-{5-r(2iS^-2-Amino-3-(lj/-indol-3-yl)-propoxy1-pyridin-3-yl}-3,3"dimethyl-l,3-dihvdro- 

indol-2-one 

15 The title compound was prepared by substituting Example 445 A for Example 444A in 

Example 444. 'HNMR(300 MHz, D6-DMSO) 6 11.03 (s; IH), 10.49(s; IH), 8.56 (s; IH), 

8.31 (s; IH), 8.18 (s; 2H), 7.70 (s; IH), 7.64 (s; IH), 7.61 (d; IH; J=7.5 Hz), 7.57 (d; IH; 
J=7.5 Hz), 7.38 (d; IH; J=8.7 Hz), 7.27 (s; IH), 7.10 (t; IH; J-8.7 Hz), 7.01 (t; IH; J=8.7 Hz), 
6.96 (d; IH; J-8.7 Hz), 4.33 (m; IH), 4.17 (m; IH), 3.84 (m; IH), 3.17 (m; 2H), 1.31 (s; 6H); 
20 MS (DCI/NH3) m/e 427 (M+1)''. 

Example 446 

5-{5-r(26^-2-Amino-3-(lif-indol-3-vl)-propoxv1-pyridin-3-yU-l,3,3-trimethvl-L3-dihydro- 

indol-2-one 

25 

Example 446A 
1 ,3,3-Trimethyl-l ,3-dihydro-indol-2-one 
The title compound was prepared by substituting Example 445 A for Example 102 A in 
Example 1 12. MS (DCI/NH3) m/e 176 (M+1)^ 

30 

Example 446B 

5-(5-r(2iS^-2-Amino-3-(lJy-indol-3-yl)-propoxy1-pvridin-3-vU-l,3,3-trimethvl-lJ-dihvd 

indol-2-one 

The title compound was prepared by substituting Example 446A for Example 444A in 
35 Example 444. ^H NMR (300 MHz, D6-DMSO) 5 1 1 .03 (s; IH), 8.60 (s;lH), 8.32 (s; IH), 

8.20 (s; 2H), 7.78 (s; IH), 7.67 (d; IH; J=7.5 Hz), 7.62 (d; IH; J-7.5 Hz), 7.39 (d; IH; J=8.7 
Hz), 7.29 (s; IH), 7.14 (d; IH; J=8.7 Hz), 7.10 (t; IH; J=8.7 Hz), 7.01 (t; IH; J=8.7 Hz), 4.35 
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(m; IH), 4.28 (m; IH), 3.83 (m; IH), 3.19 (s; 3H), 3.17 (m; 2H), 1.33 (s; 6H); MS (DCI/NH3) 

m/e441(M+l)^ 



Example 447 

5 5-{5-r(26^-2-Amino-3-(li7-indol-3-yl)-prQpoxyVpvridin-3-yU-3-ethvl- 

one 

The title compound was prepared by substituting iodoethane for iodomethane in Example 
444. »H NMR (300 MHz, D6-DMSO) 5 1 1.04 (s; IH), 10.51 (s; IH), 8.53 (s; IH), 8.30 (s; 
IH), 8.16 (s; 2H), 7.64 (s; IH), 7.62 (d; IH; J=7.5 Hz), 7.53 (d; IH; J-7.5 Hz), 7.38 (d; IH; 
10 J-8.7 Hz), 7.28 (s; IH), 7.10 (t; IH; J=8.7Hz), 7.01 (t; IH; J=8.7 Hz), 6.93 (d; IH; J-8.7 Hz), 
4.33 (m; IH), 4.16 (m; IH), 3,84 (m; IH), 3.49 (t; IH; J=7.5), 3.14 (m; 2H), 1.85 (m; 2H), 
1.09 (d; 3H; J=7.5 Hz); MS (DCI/NH3) m/e 427 (M+l^. 

Example 448 

15 5-(5-r(2iS^-2-Amino-3-fli¥-indol-3~vlVpropoxv1-pvridin-3-yl>-3-benzvl-l,3-^ 

one 

The title compound was prepared by substituting benzyl chloride for iodomethane in 
Example 444. ^H NMR (300 MHz, D6-DMSO) 5 1 1.04 (s; IH), 10.48 (s; IH), 8.38 (s; IH), 
8.27 (s; IH), 8.15 (s; 2H), 7.62 (d; IH; J=7.5 Hz), 7.44 (d; IH; J-7.5 Hz), 7.40 (s; IH), 7.39 
20 (d; IH; J=8.7 Hz), 7.29 (s; IH), 7.17 (m; 5H), 7.10 (t; IH; J-8.7 Hz), 7.01 (t; IH; J-8.7 Hz), 
6.82 (d; IH; J=8.7 Hz), 4.30 (m; IH), 4.12 (m; IH), 3.86 (m; IH), 3.40 (m; IH), 3.17 (m; 2H), 
3.01 (m; IH); MS (DCI/NH3) m/e 489 

It will be evident to one skilled in the art that the present invention is not limited to 
the foregoing illustrative examples, and that it can be embodied in other specific forms 
25 without departing from the essential attributes thereof It is therefore desired that the 

examples be considered in all respects as illustrative and not restrictive, reference being made 
to the appended claims, rather than to the foregoing examples, and all changes which come 
within the meaning and range of equivalency of the claims are therefore intended to be 
embraced therein. 
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WHAT IS CLAIMED IS 

1 . A compound of formula (I) 




or a therapeutically acceptable salt thereof, wherein 

X is selected from the group consisting of C(R^ and N; wherein is selected from 
the group consisting of hydrogen, alkyl, amino, carboxy, cyano, halo, hydroxy, and amido; 

X' is selected from the group consisting of C and N; 

Y is selected from the group consisting of C and N; 

Y' is selected from the group consisting of C(R^ and N; wherein is selected from 
the group consisting of hydrogen and -L^-L^(R^)(R^); 

Z is selected from the group consisting of C and N; 
provided that 0, 1, or 2 of X, X^ Y, Y^ and Z are N; 

L' is selected from the group consisting of a bond,-0-, -NR^-, alkenyl, alkynyl, 
-C(0)-; -S-, -S(0)., -S(0)2^, -S(O),N(R0-, -N(R0S(O),-, -C(R^^),-, -C(R^^),N(R^)-, 
-N(R^)C(0)-, and -C(0)N(R^)-; wherein each group is drawn with its left end attached to R^ 
and its right end attached to the aromatic ring; 

is selected from the group consisting of a bond,-0-, -C(R^^)2-, -S-, -N(R^)-, 
-N(R')C(0)., and -C(0)N(R')s 

is selected from the group consisting of a bond, alkylidene and alkylene, wherein 
the alkylidene and the alkylene are optionally substituted with one or two substituents 
independently selected from the group consisting of alkoxy, amino, cyano, and hydroxy; 

R^ is selected from the group consisting of aryl, heteroaryl, and heterocycle; 

R^ and R^ are independently absent or selected from the group consisting of hydrogen, 
alkenyl, alkyl, alkynyl, amino, aryl, arylalkynyl, cyano, cyanoalkenyl, halo, heteroaryl, 
heterocycle, hydroxyalkyl, and nitro; or 

R^ and L*, together with the carbon atoms to which they are attached, form a ring 
selected from the group consisting of aryl, heteroaryl, and heterocycle; or 

R"* and together with the carbon atoms to which they are attached, form a ring 
selected from the group consisting of aryl, heteroaryl, and heterocycle; 
provided that when is alkylidene, R'^ and V, together with the carbon atoms to which they 
are attached, form a ring selected from the group consisting of aryl, heteroaryl, and 
heterocycle; 
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40 



45 



5 



10 



is absent or selected from the group consisting of hydrogen, aryl, arylalkoxy, 
arylalkylamino, arylalkylthio, aryloxy, arylthio, cycioalkyl, heteroaryl, heteroarylalkoxy, 
heteroaryloxy, and heterocycle; 

is selected from the group consisting of hydrogen, aryl, arylalkoxy, 
arylalkylamino, arylalkylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, 
heteroaryloxy, and heterocycle; 

provided that when and are bonds, at least one of R^ and R^ is other than 
hydrogen; 

R^ is selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, 
alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; 

R^ is absent or selected from the group consisting of hydrogen, alkyl, cyanoalkenyl, 
and -L^-L'(R')(R'); or 

R^ and together with the carbon atoms to which they are attached, form a ring 
selected from the group consisting of aryl, heteroaryl, and heterocycle; and 

each R^^ is selected from the group consisting of hydrogen, alkenyl, alkyl, alkynyl, 
amino, aryl, cyano, halo, heteroaryl, heterocycle, and nitro. 
2. . A compound of formula (II) 



or a therapeutically acceptable salt thereof, wherein 

L* is selected from the group consisting of a bond,-0-, -N(R^)-, alkenyl, alkynyl, 
-N(R')C(0)-, and -C(0)N(R')-; 

V is selected from the group consisting of a bond,-0-, -N(R^)-, -N(R^)C(0)-, and 
-C(0)N(R>; 

is selected from the group consisting of a bond, alkylidene, and alkylene, wherein 
the alkylidene and the alkylene are optionally substituted with one or two substituents 
independently selected from the group consisting of amino, cyano, and hydroxy; 

R^ is selected from the group consisting of aryl,, heteroaryl, and heterocycle; 

R^ and R'* are independently selected from the group consisting pf hydrogen, alkenyl, 
alkynyl, arylalkynyl, amino, cyano, cyanoalkenyl, halo, hydroxyalkyl, and heteroaryl; 
wherein the heteroaryl is selected from the group consisting of furyl, pyrazinyl, thiazolyl, and 
thienyl; or 

R" and together with the carbon atoms to which they are attached, form a ring 
selected from the group consisting of dihydropyrrolyl, pyrazolyl, and phenyl; or 
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and together with the carbon atoms to which they are attached, form aring 
selected from the group consisting of dihydropyrrolyl, phenyl, pyridinyl, and pyrrolyl; 
wherein the ring can be optionally substituted with oxo; 

provided that when is alkylidene, and V, together with the carbon atoms to which they 
are attached, form a ring selected from the group consisting of dihydropyrrolyl, phenyl, 
pyridinyl, and pyrrolyl; wherein the ring can be optionally substituted with oxo; 

R^ is absent or selected from the group consisting of hydrogen, aryl, arylalkoxy, 
arylaikylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, heteroarylalkoxy, heteroaryloxy, and 
heterocycle; 

R^ are independently selected from the group consisting of hydrogen, aryl, arylalkoxy, 
arylaikylthio, aryloxy, arylthio, cycloalkyl, heteroaryl, and heteroarylalkoxy, heteroaryloxy, 
and heterocycle; 

provided that when and are bonds, at least one of R^ and R^ is other than 
hydrogen; 

R^ is selected from the group consisting of hydrogen, alkyl, alkylcarbonyl, 
alkylsulfonyl, arylcarbonyl, arylsulfonyl, and heteroarylsulfonyl; and 

X is selected from the group consisting of C(R^ and N; wherein R^ is selected from 
the group consisting of hydrogen, amino, carboxy, cyano, and halo. 
3. A compound of formula (III) 




or a therapeutically acceptable salt thereof, wherein 

is selected from the group consisting of a bond,-0-, -N(R^)-, alkenyl, alkynyl, and 
.N(R^)C(0)s 

V is selected from the group consisting of a bond,-0-, -N(R^)-, -N(R^)C(0)-, and 
-C(0)N(R^)S 

is alkylene, wherein the alkylene is substituted with one or two substituents 
independently selected from the group consisting of amino and hydroxy; 

R* is selected from the group consisting of aryl, heteroaryl, and heterocycle; 

R^ and R^ are independently selected from the group consisting of hydrogen and halo; 

R^ and R^ are independently selected from the group consisting of hydrogen, aryl, 
arylalkoxy, and heteroaryl; prpvided that when and L" are bonds, at least one of R^ and R^ 
is other than hydrogen; and 

R^ is selected from the group consisting of hydrogen and alkyh 
4. The compound according to Claim 1 wherein is alkenyl. 
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5. The compound according to Claim 4 wherein Y' is C(R^) wherein is -L^-L^(R^)(R^) 
and wherein is -0-. 

6. The compound according to Claim 5 selected from the group consisting of 
N,N-dimethyl-N-[2-({5-[(E)-2-pyridin-4-ylvinyI]pyridin-3-yl}oxy)ethyi]amine; 
(lS)"2-(lH-indol-3-yl)-l-[({5-[(E)-2-pyridin-4-yIvinyl]pyridin-3- 

yl} oxy)methyl]ethylamine; 

(lR)-2-(lH-indol-3-yl)-l-[({54(E)-2-pyridin-4-ylvinyl]pyridin-3- 
yl} oxy)methyl]ethy lamine; 

l-(lH-indol-3-yI)-3-({5-[(E)-2-pyridin-4-ylvinyI]pyridin-3-yI}oxy)propan-2-ol; 

( 1 S)-2-( I -benzothien-3^yl)-l -[({5-[(E)-2-pyridin-4-y lvinyl]pyridin-3- 
yl}oxy)methyl]ethyiamine; 

(lS)-2,2-diphenyl-l-[({5-[(E)-2-pyridin-4-ylvinyl]pyridin-3- 
yl}oxy)methyl]ethy lamine; ' 

(lS)-l-{4-[(2,6-dichlorobenzyl)oxy]benzyl}-2-({5-[(E)-2-pyridin-4-ylvinyl]pyridin-3- 
yl} oxy)ethylamine; 

(lS)-2-(benzyloxy)-l-[({5-[(E)-2-pyridin-4-ylvinyl]pyridin-3- 
yl}oxy)methyi]ethy lamine; 

N,N-dimethyl-N-[(lS,2S)-l-methyl-2-phenyl-2-({5-[(E)-2-pyridin-4-ylviny 
3-yl} oxy)ethyl]amine; 

(lS)-2-(2-naphthyl)-l-[({5-[(E)-2-pyridin-4-ylvinyl]pyridin-3- 
yI}oxy)methyl]ethy lamine; 

(lS)-2-({2-chloro-5-[(E)-2-pyridin-4-ylvinyl]pyridin-3-yl}oxy)-l~(lH-indol-3- 
ylmethyl)ethylamihe; 

(lS)-2-({6-chloro-5-[(E)-2-pyridin-4-ylvinyl]pyridin-3-yl}oxy)-l-(lH.indol-3- 
ylmethyl)ethylamine; 

(lS)-2-(lH-indoI-3-yl)-l-[({5-[(Z)-2-pyridin-4-ylvinyl]pyridin-3- 
yl}oxy)methyl]ethylamine; and 

N-[(2E)-3-(4-bromophenyl)prop-2-enyl]-N-[2-({5-[(E)-2-pyridin-4-ylvinyl]pyridin-3- 
yl} oxy)ethyl]amine. 

•7. The compound according to Claim 4 wherein Y' is C(R^) wherein is -L^-L^(R^)(R^) 
and whereein Lr is selected from the group consisting of a bond, -N(R^)-, -N(R^)C(0)-, and 
-C(0)N(R')-. 

8. The compound according to Claim 7 selected from the group consisting of 

N-[(2S)-2-amino-3-(lH-indol-3-yi)propyl]-N-{5-[(E)-2-pyridin-4-ylvinyl]pyridin-3- 
yl}amine; 

(2S)-2-amino-4-phenyl-N-{5-[(E)-2-pyridin-4'ylvinyl]pyridin-3-yl}butanamide; 
N-(aminomethyl)-5-[(E)-2-pyridin-4-ylvinyl]nicotinamide; and 
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(lR)-3-{6-chloro-5-[(E)-2-pyridin-4-ylvinyI]pyridin-3-yl}-lKlH-ind^ 
y Imethy l)propy lam ine . 

9. The compound according to Claim 1 wherein is a bond. 

10. The compound according to Claim 9 wherein is C(R^) wherein is -L^-L'(R^)(R^) 
and wherein is -0-. 

11. The compound according to Claim 10 selected from the group consisting of 
'4-(5-{[(2S)-2-amino-3-(lH-indoi-3-yi)propyl]oxy}pyridin-3-yl)benzonitrile; 

( 1 S)-2-( 1 H-indol-3-yl)-l - { [(5-isoquinolin-6-ylpyridin-3 -y l)oxy]methyl} ethy lamine; 

(lR)-2-(lH-indol-3-yI)~l-{[(5-quinolin-6-ylpyridin-3-yl)oxy]methyl}ethylamine; ' 

(lS)-2-[(6-chloro-5-isoquinolin-6-ylpyridin-3-yI)oxy]-l-(lH-indol-3- 
ylmethyl)ethylamine; 

(lS)-2-[(2-chloro-5-isoquinolin-6-ylpyridin-3-yl)oxy]-l-(lH-indol-3- 
ylmethyl)ethylamine; 

5-(5-{[(2S)-2-amino-3-(lH-indol-3-yl)propyl]oxy}pyridin-3-yl)-lH-isoindole- 
l,3(2H)-dione; 

5 -(5 - { [(2 S)-2-amino-3 -( 1 H-indol-3 -y l)propy Ijoxy } pyridin-3 -y l)isoindolin- 1 -one; 
(lS)-2-[(5-cinnolin-6-ylpyridin-3-yl)oxy]-l-(lH-indoI-3-ylmethyl)ethylamine; 
(lS)-2-{[5-(lH-indazol-5-yl)pyridin-3-yi]oxy}-l-(lH-indol-3-ylmethyl)ethyl^^ 
5-(5-{[(2S)-.2-amino-3-(lH-indol-3-yl)propyl]oxy}pyridin-3-yl)-l,3-dihydro-2H- 
indol-2-one; 

(lS)-2-{[5-(2,l,3-benzoxadiazoi-5-yl)pyridin-3-yl]oxy}-l-(lH-indol-3- 
ylmethyl)ethylamine; 

(lS)-2-(lH-indol-3-yl)-l-{[(5-thieno[2,3-c]pyridin-2-ylpyridin-3- 
yl)oxy]methyl} ethy lamine; 

(3Z)-5-(5-{[(2S)-2-amino-3-(lH-indol-3-yl)propyl]oxy}pyridin-3-yl)-3-(lH-pyrrol-2- 
ylmethylene)-l,3-dihydro-2H-indol-2-one; and 

6"(5-{[(2R)-2-amino-3-(lH-indol-3-yl)propyl]oxy}pyridin-3-yl)-l,3-benzothiazol- 
2(3H)-one. 

12. The compound according to Claim 9 wherein Y' is C(R^) wherein R^ is -L^-L^(R^)(R^) 
and wherein is selected from the group consisting of a bond,-N(R^)C(0)-, and -N(R^)-. 

13. The compound according to Claim 12 selected from the group consisting of 
(2S)-2-amino-3-(lH-indol-3-yl)-N-[5-(l,6-naphthyridin-2-yl)pyridin-3- 

yl]propanamide; 

N-[(2S)-2-amino-3-( I H-indol-3 -yl)propy l]-N-[5-( 1 ,6-naphthyridin-2-yl)pyridin-3 - . 
yl]amine; 

( 1 R)- 1 -(1 H-indol-3-ylmethyl)-3-(5-isoquinolin-6-ylpyridin-3-yl)propylamine; 
2-(lH-indol-3-yl)-2-(5-isoquinolin-6-ylpyridin-3-yl)ethanamine; and 
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2-(lH-indol-3-yl)-3-(5-isoquinolin-6-yIpyridin-3-yl)propan-l-amine. 

14. The compound according to Claim 9 wherein Y' is C(R^) wherein is -L--L^(R^)(R^) 
and wherein and R^ together with the atoms to which they are attxhed, form a 
heterocycie ring. 

15. The compound according to Claim 14 which is 

(3Z)-3-[(2S)-2-amino-3-(lH-indol-3-yl)propylidene>5-isoquinolin-6-yM,3-dihydro- 
2H-pyrrolo[2,3-b]pyridin-2-one. 

16. The compound according to Claim 1 wherein is selected from the group consisting 
of alkynyl, -N(R^)C(0)-, -N(R')-, and -0-. 

17. The compound according to Claim 16 selected from the group consisting of 
(lS)-2-(lH-indoI-3-yl)-l-({[5-(pyridin-4-ylethynyl)pyridin-3- 

yl]oxy}methyl)ethylamine; 

5-{[(2S)-2-amino-3-(lH-indol-3-yl)propyl]oxy}-N-pyridin-4-ylnicotinamide; 

N'^-(3-{[(2S)-2-amino-3-(lH-indol-3-yI)propyl]oxy}phenyl)pyrimidine-2,4-diamine; 

N-[(2S)-2-amino-3-(lH-indol-3-yl)propyl]-N'-isoquinolin-5-ylpyridine-3,5-diamine; 

and 

N-[(2S)-2-amino-3-(lH-indol-3-yl)propyl]-N-[5-(isoquinolin-5-yloxy)pyridin-3- 
yl]amine. 

1 8. The compound according to Claim 1 wherein and R", together with the atoms to 
which they are attached, form an aryl ring. 

19. The compound according to Claim 18 which is 
(lS)-2-(lH-indol-3-yl)-l-{[(6-pyridin-4-ylquinolin-3-yl)oxy]methyI}ethylamine. 

20. The compound according to Claim 1 selected fi*om the group consisting of 
3-B utoxy l-5-[2-(4-pyridiny l)viny l]pyridine; 
3-Methoxyl-5-[2-(4-pyridinyl)vinyI]pyridine; 

S-3-[2-Amino-3-phenyl-propyloxyl]-5-[2-(4-pyridinyl)vinyl]pyridine hydrochloride; 
3-[2-(lH-3-Indolyl)-ethoxyl]-5-[2-(4-pyridinyl)vinyl]pyridine hydrochloride; 
3-[2-(lH-3-Indolyl)-propyloxyl]-5-[2-(4-pyridinyl)vinyl]pyridine; 

S-3-[2-Amino-3-(4-benzyloxylphenyl)-propyloxyl]-5-[2-(4-pyridinyl)vinyl]pyridine 
hydrochloride; 

3-(Piperidin-4-yl)-5-[2-(4-pyridinyl)vinyl]pyridine; 
R-3 - {2-Amino-3 -benzyloxypropyloxyl} -5-[2-(4-pyridinyl)vinyl]pyridine 
hydrochloride; 

3 -( 1 -Methy Mmidazole-4-methoxyl)-5-[2-(4-pyridiny l)vinyl]pyridine; 
S-3-{2-Amino-3-[3-hydroxylphenyl]-propyloxyl}-5-[2-(4-pyridinyl)vinyl]pyridine 
trifluoroacetic acid salt; 
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S-3-{2-Amino-3-[3-cyanophenyl]-propyloxyl}-5-[2-(4-pyridinyI)vinyl]pyrid 
hydrochloride salt; 

3-[l-(4-CyanobenzyI)-imidazole-4-methoxyl]--5-[2-(4-pyridinyl)vmyl]pyridine; 

S-3-[2-Amino-3-(l-methyMH-3-indolyl)-propyloxyl]-5-[2-(4- 
pyridinyl)vinyl]pyridine hydrochloride salt; 

S-3-[2-Dimethylamino-3-(lH-3-indolyl)-propyloxyl]-5-[2-(4-pyridinyl)vinyI]pyridm^ 
hydrochloride salt; 

S-3-[2-Amino-3-(l-naphthyl)-propyloxyl]-5-[2-(4-pyridinyl)vinyl]pyridine 
hydrochloride salt; 

3-(2-Aminoethoxyl)-5-[2-(4-pyridinyl)vinyl]pyridine hydrochcloride salt; 

3-(3-Aminopropyloxyl)-5-[2-(4-pyridinyI)vinyl]pyridine hydrochloride salt; 

S-3-(2-Amino3-methylbutyloxyl)-5-[2-(4-pyridinyl)vinyl]pyridine hydrochloride salt; 

3-(l-Methyl-3-piperidinyloxyl)-5-[2-(4-pyridinyl)vinyl]pyridine trifluoroacetic acid 

salt; 

3-(2-Chlorobenzyl)-5-[2-(4-pyridinyl)vinyl]pyridine trifluoroacetic acid salt; 
3-(N-Ben2yl-N-methylaminoethoxyl)-5-[2-(4-pyridinyl)vinyl]pyridine trifluoroacetic 
acid salt; 

3-(6-(N,N-Dimathylamino)hexyloxyl)-5-[2-(4-pyridinyl)vinyl]pyridine trifluoroacetic 
acid salt; 

3-(2-Thiophenoxyl-ethoxyl)-5-[2-(4-pyridinyl)vinyl]pyridine trifluoroacetic acid salt; 
3-(l-Methyl-3-pyrrolidinyloxyl)-5-[2-(4-pyridinyl)vinyl]pyridine trifluoroacetic acid . 

salt; 

3-[( 1 -Methyl-2-piperidinyl)methoxyl]-5-[2-(4-pyridinyl)vinyl]pyridine trifluoroacetic 
acid salt; 

3- (l-Pyridinyl-ethoxyl)-5-[2-(4-pyridinyl)vinyl]pyridine trifluoroacetic acid salt; 

4- {5-[(2S)-2-Amino-3-( 1 H-indol-3-yl)-propoxy]-pyridin-3-yl} -N-hydroxyl- 
benzamidine trifluoroacetic acid salt; 

4- { 5 -[(2 S)-2-Amino-3-( 1 H-indol-3 -y l)-propoxy]-pyridin-3 -yl} -benzamidine 
trifluoroacetic acid salt; 

3-[(2S)-2-Amino-3-(lH-3-indolyl)~propyloxyl]-6"(3-pyridinyI)-quinoline; 
3-[(2S)-2-Amino-3-(lH-3-indolyl)-propyloxyl]-6-(3-quinolinyl)-quinoline; 
3-[(2S)-2-Amino-3-(lH-3-indolyl)-propyloxyI]-5-[2-(2-ainino-4- 
pyridinyl)vinyl]pyridine trifluoroacetic acid salt; 

5- [(2S)-2-(Amino-3-(lH-3-indoIyl)-propyloxyl]-342-(2-amino-4-pyridinyl)vinyl]-2- 
chloro-pyridine trifluoroacetic acid salt; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-(5-naphthalen-2-yl-pyridin-3-yloxy)-ethylarnine; 
( 1 S) - 1 -( 1 H-Indol-3 -y Imethy l)-2-(5 -isoquinolin-5 -y l-pyridin-3 -y loxy)-ethy lamine; 
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6-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-2H-isoquinolin- 
(lS)-2-[5-(3-Chloro-isoquinolin-6-yl)-pyridin-3-yloxy]-l-(lH-indol-3-yIm^ 
ethylamine; 

( 1 S)-2-([3 ,4']B ipyridiny 1-5 -y loxy)- 1 1 H-indol-3 -y Imethy l)-ethy lamine trifluoroacetic 

acid; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-[5-(2-pyridin-2-yl-vinyl)-pyridin-3-yloxy]- 
ethylamine; 

( 1 S)- 1 -( 1 H-Indol-3 -y Imethy l)-2-(5-pyridin-3 -y lethyny I-pyridin-3 -y loxy)-ethy lamine 
trifluoroacetic acid salt; 

(lS)-245-(2-Fluoro-pyridin-4-ylethynyl)-pyridin-3-yloxy]-l-(lH-indol-3-ylmethyl)- 
ethylamine trifluoroacetic acid salt; 

( 1 S)-4- { 5-[2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-ylethynyI} -pyridin-2-ol 
trifluoroacetic acid salt; 

( 1 S)-2-[6-Chloro-5-( 1 -chloro-isoquinolin-6-yl)-pyridin-3 -y loxy]- 1 -( 1 H-indol-3 - 
ylmethyl)-ethylamine trifluoroacetic acid salt; 

Bis-[3-(4-Bromo-phenyl)-allyl]-{2-[5-(2-pyridin"4-yl-vinyl)-pyridin-3-yloxy]-ethyl}- 
amine hydrochloride; 

N'*-[3"(2-Amino-ethoxy)-phenyl]-pyrimidine-2,4-diamine hydrochloride; 

trans-[4-(2-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propylamino]-pyridin-3-yl}-vinyl)- 
pyrimidin-2-yl]-carbamic acid ethyl ester trifluoroacetic acid salt; 

l-Arnino-6-{5-[(2S)-2-arnino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-isoquinoline 
trifluoroacetic acid salt; 

6- { 5-[(2S)-2-amino-3-( 1 H-indol-3 -y l)-propoxy]-pyridin-3-yl } - 1 -chloro-isoquinoline 
trifluoroacetic acid salt; 

(2S)-2-Amin6-3-(lH-in'dol-3-yl)-N-[5-(2-pyridin-4-yl-vinyl)-pyridin-3-yl]- 
propionamide; 

(2S)-2-Amino-3-(naphtha-l-yl)-N-[5-(2-pyridin-4-yl-vinyl)-pyridin-3-yl]- 
propionamide hydrochloride; 

(2S)-2-Amino-3-phenyl-N-[5-(2-pyridin-4-yl-vinyl)-pyridin-3-yl]-propionamide 
hydrochloride; 

S-2-Amino-3-(imidazol-4-yl)-N-[5-(2-pyridin-4-yl-vinyl)-pyridin-3-yl]-propionarnide 
hydrochloride; 

( 1 R)-2-( 1 H-indol-3-yl)- 1 - { [(5 -isoquinolin-6-y lpyridin-3 -y l)oxy]methy 1 } ethylamine; 
(lS)-5-{5-[2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-lH-indazol-3- 
ylamine; 

(lS)-6-{5-[2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-lH-indazol-3- . 
y lamine; 
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2-Amino-N-[( 1 S)- 1 -( lH-indol-3-ylmethyl)-2-(5-isoquinolin-6-yl"-pyridin-3-yloxy)- 
90 ethylj-acetamide; 

(2S)-2-Amino-N-[(lS)-lKlH-indol-3-ylmethyl)-2-(5-isoquinolin-6-yl-pyridin-3- 
yIoxy)-ethyl]-propionamide; 

2-Dimethylamino-N-[(lS)-l-(lH-indol-3-ylmethyl)-2-(5"isoquinolin-6-yl-pyri^ 
yloxy)-ethyl]-acetamide; 
95 (lS)-l-(lH4ndol-3-yImethyl)-2-[5-(3-methyl-lH-inda2ol-5-yl)-pyridm^^ 
ethylamine; 

(lS)-l-(lH-IndoI-3-yImethyl)-2-{5-[3-(lH-pyrrol-2-yl>lH-indazol-5-^ 
yloxy} -ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyI)-2-[5K3-phenyI-lH-indazol-5-yl)-pyridin-3-y^ 
100 ethylamine; 

(lS)-2-[5-(3-Cyclopropyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(lH-indol-3- 
ylmethyl)-ethylamine; 

(lS>2-[5-(3-Ethyl^lH-indazol-5-yl)-pyridin-3-yloxy]-l-(lH-indol-3-ylmethyl)- 
ethylamine; 

105 (lS)-l-(lH4ndol-3-yImethyl)-2-{543-(l-methyl-lH-imidazol-2-yl)-lH-indazoI-^ 
pyridin-3 -yloxy } -ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-[5-(3-thiazol-2-yl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-2-{5-[3-(lH-Imidazol-2-yl)-lH-indazoI-5-yl]-pyridin-3-yloxy}-l-(lH-indol-3- 
110 ylmethyl)-ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-245-(3-thiophen-2-yl-lH-indazol-5-yl)-pyridin-3- 
yloxy]-ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-[5-(3-morpholin-4-yl-lH-indazo!-5-yl)-pyridin-3- 
yloxy]-ethylamine; 

115 (lS)-2-[5-(l,3-Dimethyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(lH-indoI-3-ylmethyl)- 
ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-[3-(3-methyI-lH-indazol-5-yl)-phenoxy]-ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-{5-[3-(4-methyl-piperazin-l-yl)-lH-indazoI-5-yl]- 
pyridin-3-yloxy} -ethylamine; 
120 (lS)-(5-{5-[2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-lH-lndazol-3-yl)- 
dimethyl-amine; 

(lS)-(4-(5-(2-Amino-3-(lH-indol-3-yI)-propoxy)-pyridin-3-yl)-ben2yl)-phenyI- 

^ amine; 

(lS)-(4-(5-(2-Amino-3-(lH-indol-3-yI)-propoxy)-pyridin-3-yl)-phenyl)-methanol; 
1 25 (1 S)-2-(5-(4-Fluoro-pheny I)-, pyridin-3-y loxy)- 1 -( 1 H-indol-3 -y Imethy l)-ethylamine; 
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(lS)-4-(5-(2-Amino-3-(lH-indoI-3-yI)-propoxy)-pyridin-3-yI)-benzoic acid; 
( 1 S)-2-(3-Bromo-5-isoquinolin-6-y I-phenoxyoxy)- 1 -( lH-indol-3-ylmethyl)- 

ethylamine; 

N4-(3-(5-(2-Amino-3-(lH-indol-3-yl)-propoxy)-pyridin-3-yl)-phenyI)-pyrimidine- 
2,4-diamine; 

(lS)-3-(2-Amino-3-(lH-indoI-3-yl)-propoxy)-5-isoquinolin-6-yl-phenylamin^^ 

4-(5-Isoquinolin-6-yl-pyridin-3-yl)-piperazine-l-carboxylic acid tert-butyl ester; 

6-(5-Piperazin-l-yl-pyridin-3-yl)-isoquinoline; 
. ((2S)-2-Amino-5-(5-(2-amino-3-(lH-indol-3-yl)-propoxy)-pyridin-3-yl)-phenyl-(3- 
chloro-phenyl-methanone; 

(lS)-N6-(3-(5-(2-Amino-3-(lH-indol-3-yl)-propoxy)-pyridin-3-yl)-phenyl>9^^ 
purine-2,6-diamine; 

(3-(5-((2S)-2-Amino-3-(lH-indol-3-yl)-propoxy)-pyridin-3-yl)-phenyl)-pyriniidin-- 
2yl-amine; 

(3-(5-((2S>2-AminoOKlH-indoi-3-yl)-propoxy)-pyridin-3-yl)-phenyl)-thia^^ 

amine; 

N-(3-(5-((2S)-2-Amino-3-(lH-indol-3-yl)-propoxy)-pyridin-3-yl)-phehyl)-acetamide; 
6--(5-(4-(lH-IndoI-3--ylmethyl)-piperazin-l-yl)-pyridin-3-yl)-isoquinoline; 

3- ((2S)-2-Amino-3-(lH-indol-3-yl)-propoxy)-5-isoquinolin-6-yI-benzoic acid; 

4- (5-((2S)-2-Amino-3-(lH-indol-3-yI)-propoxy)-pyridin-3"yl)-phenylamine; 
N~(4~(5-((2S)-2-Amino-3-(lH-indol-3-yl)-propoxy)-pyridin--3-yl)-phenyl)-acetamide; 
N6-(4-(5-((2S)-2-Amino-3-(lH-indol-3-yl)-propoxy)-pyridin-3-yl)-phenyl)-^^ 

purine-2,6-diamine; 

N4-(4-(5-((2S)-2-Amino-3-(lH-indol-3-yI)-propoxy)-pyridin-3-yl)-phenyi)- 
pyrimidine-2,4-diamine; 

(4-(5-((2S)-2-AminoO-(lH-indoI-3-yl)-propoxy)-pyridin-3-yl)-phenyl)-pyrimidin-2- 
yl-amine; 

3-((2S)-2-Amino-3-(lH-indol~3-yl)-propoxy)-5-isoquinolin-6-yl-benzonitrile; 
5'-Ben2yloxy-5-isoquinolin-6-yl-(3,3')bipyridinyl; 

(7-(5-((25)-2-Amino-3-(li^-indoI-3-yl)-propoxy)-pyridin-3-yl)-pyrido(2,3- 
d)pyrimidin-4-yl)-plienyi-aniine; 

(7-(5-((25)-2-Amino-3-(li^-indoI-3-yi)-propoxy)-pyridin-3-yI)-pyri 
fl?)pyrimidin-4-yl)-ethyl-amine; 

(7-(5-((2S)-2-Amino-3-(lif4ndol-3-yl)-propoxy)-pyridin-3-yi)-py^^ 
^pyrimidin-4-yl)-benzyl-amine; 

(15)-l-(li7-IndoI-3-ylmethyl)-2-(6-isoquinolin-6-yI-pyrazin-2-yloxy)-et^^ 

(15)-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-l-phenyl-ethylamine; 
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(7iS;-l-(ljy4ndol-3-ylmethyl)-2-(6-(3-me11iyl-l/f-indazol-5^^ 
ethylamine,*^ 

(15)-l"Cyclohexylmethyl-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethylatnine; 

(15) -l-Benzyl-2-(5-(3-methyl-lif-indazol-5"yl)-pyridin-3-yloxy)-^^^ 

(16) -2-(5-(3-Methyl-li?-indazol-5"yl)-pyridin-3-yloxy)-l-phenyl-et^^ 
(15)"2-(5-(3-Methyl-lif-indazol-5-yI)-pyridin-3-ylpxy)-l-phenyl-ethy^ 
4-((25)-2-Amino-3-(5-(3-methyl-li/-indazol-5-yl)-pyridin-3-yloxy)propyl)- 

benzonitrile; 

( 15)-2-(5-(3-Methyl- l/f-indazol-S-y l)-pyridin-3-y loxy)- 1 -napthalen-2-y Imethyl- 
ethylamine; 

4-((25)-2-Amino-3--(5-isoquinolin-6-yl-pyridin-3-yloxy-propyl)-benzonitrile; 
(15)-2-(54soquinoIin-6-yl-pyridin-3-yloxy)-l-nanpthalen-2-ylmethyl)-ethylamin^ 
(15}-l-Benzyl-2-(5-isoquinolin-6-yl-pyridin-3--yloxy)--ethylamine; 
(15)-l-(4-FIuoro-benzyI)-2-(5-(3-methyl-li/-indazol-5-yl)-pyridin-3^^ ' 
ethylamine; 

(liS)-l-(4-Fluoro-benzyl)-2-(5-isoquinoIin-6-yl-pyridin-3-yloxy)-ethylamine; 
2-((25)-2-Amino-3-(5-(3-methyl-li/-indazol-5-yl)-pyridin-3-yIoxy)-propyl)- 
benzonitrile; 

2-((25)-2-Amino-3-(5-isoquinolin-6-yl)-pyridin-3-yloxy)-propyl)"benzonitrile; 
(15)-2-5-(3-metliyl-lif-indazol-5-yl)-pyridin-3-yloxy)-l-pyridm-4^ 
ethylamine; 

(15^-2-(5-Isoquinolin-6-yl-pyridin-3-yloxy)-l-pyridin-4-ylmethyl-ethylamine; 
(15)-l-(4-Methyl-benzyl)-2-(5-(3-methyl-lJy^-indazol-5-yl)-^^^ 
ethylamine; 

( liS)-2-(5 -Isoquinolm-6-y l-pyridin-3 -y loxy)- 1 -(4-methy 1-benzy l)-ethy lamine; 
(liS)-2-(5-(3-methyl-lif-indazol-5-yl)-pyridin-3-yloxy)-l-quinolin-3-ylmethyl- 
ethylamine; 

(lxS^-2-(5-Isoquinolin-6-yl-pyridin-3-yIoxy)-l-quinolin-3-ylmethyl-ethylamine; 
(li?)-l-Benzyl-2-(5-(3-methyM//-indazoI-5-yl)-pyridin-3-yIoxy)-ethylamine; 
(li?)-l-Benzyl-2-(5-isoquinolin-6-yi-pyridin-3-yloxy)-ethy lamine; 
4-((26)-2-Amino-3-(5-(3-methyl-17?-indazol-5-yl)-pyridin-3-yloxy)-propyl)-phenol; 
(15}-l-(4-Benzyloxy-benzyl)-2-(5-(3-methyMi/-indazol-5-yl)-pyridin-3-yloxy)- 
ethylamine; 

(15)-l-(3-Methyl-benzyl)-2-(5-(3-methyl-lif-indazol-5-yl)-pyridin-3-ylox 
ethylamine; 

(15)-l-(2-Methyl-benzyl)-2-(5K3-methyl-li/-indazol-5-yl)-pyridin-3-yl^^^ 
ethylamine; 
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200 (15)-2-(5-(3-methyl-l//^indazol-5-yl)-pyridin-3-yloxy)-l-(4-nh^^ 
ethylamine; 

(15)-l-(4-Methoxy-benzyl)-2-(5-(3-methyl-li7-indazol-5-yl)-pyridm^ 
ethylamine; 

( 15)- 1 -B iphenyl-4-ylmethyl-2-(5-(3-methyl-m-indazoI-5-yl)-p^ 
205 ethylamine; 

(15)-2-(5-(3-Methyl-li?-indazol-5-yl)-pyridin-3-yloxy)-l'-napthalen-l-ylmethyi- 
ethylamine; 

(15)~l-(3-Chloro-benzyl)-2-(5-(3-methyl-li/-mdazoI-5-yl)-pyri^ 
ethylamine; 

210 3-((25)-2-Amino-3-(5-(3-methyl-li^-indazol-5-yl)-pyridin-3-yloxy)-propyl)- 
benzonitrile; 

(15)-l-(3,4-Difluoro-benzyl)-2-(5-(3-methyl-l/f-indazol-5-yl)-pyridin-3-ylo^^^ 
ethylamine; 

( 1 5)- 1 -(3,4-Dimethoxy-benzy l)-2-(5 -(3 -methyl- l^-indazol-5 -yl)-pyridin-3 -yloxy)- 
215 ethylamine; 

(15)-l-(3-Fluoro-benzyl)-2-(5-(3-methyl-l//-indazol-5-yl)-pyridin-3-yloxy)- 
ethylamine; 

( liS)-2-(5-(3-methyl- l//-indazol-5-yl)-pyridin-3-yloxy)- 1 -(3-trifluoromethy 1 -benzyl)- 
ethylamine; 

220 (15)-l-(4-Ethoxy-benzyl)-2-[5-(3-methyl-lif-indazol-5-yI)-pyridin-3-yIoxy]- 
ethylamine; 

( 15)- 1 -(4-/err-Butyl-benzy l)-2-(5-(3-methy I- l//-indazol-5 -y l)-pyridin-3 -y loxy)- 
ethylamine; 

( 1 iS)- 1 -(4-Methoxy-3-methyl-benzyl)-2-(5 -(3-methy 1- li;/-indazQl-5-yl)-pyridin-3 - 
225 yloxy)-ethylamine; 

. 2-((25)-2-Amino-3-(5-(3-methyl-l//-indazol-5-yI)-pyridin-3-yloxy)-propyl)-4- 
methyl-phenol; 

(15)-l-Methyl-2-[5-(3-methyl-lf/-indazol-5-yl)-pyridin-3-yloxy]-"ethylamine; 
(±)-l-(liir-Benzoimidazol-2-ylmethyl)-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)- 
230 ethylamine; 

(+)- 1 -( lif-Indazol-3-ylmethyl)-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethylamine; 
(15)-l-(2-Fluoro-benzyl)-245-(3-methyl-lif-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(15)-l-(2-Chloro-benzyl)-2-[5-(3-methyl-l//'-indazol-5-yl)-pyridin-3-yloxy]- 
235 ethylamine; 



-246- 



wo 03/051366 PCT/US02/39915 

( 1 5)-2-[5-(3 -Methyl- liy-indazol-5-yI)-pyridin-3-yloxy]- 1 -thiophen-2-yImethy 1- 
ethylamine; 

(7i2>l"(li?-Indol-3-ylmethyl)-2-[5-(3-methyl-lif-ind^^ 
ethylamine; 

l-(4-Chloro-benzyl)-2-[5-(3-methyI-lH-indazol-5-yl)-pyridin-3-yloxy]-ethylamine; 
( liS)-2-[5-(3-Methyl- liy-indazoI-5-yl)-pyridin-3-yloxy]- 1 -(4-pyrroM -yl-benzyl)- 
ethylamine; 

(15)-l-(4-Methyl-benzylsulfanyImethyl)-2-[5-(3-methyl-lif-indazol-5-yl)-p^^^ 
yloxyj-ethylamine; 

(lS)-2-[5-(3-Methyl-lJy-indazol-5-yl)-pyridin-3-yIoxy]-l-(2-lTi^ 
ethylamine; 

(li?)-l-Benzyl-3-[5-(3-methyl-l/f-indazoi-5-yl)-pyridin-3-yIoxy]-propylamine; 
(Ii?)-l-Ben2yl-4"[5-(3-methyl-li/-indazoI-5-yl)-pyridin-3-yloxy]-butyiamiri^ 
(ljS^-l-[5-(3-Methyl-li7-lndazol-5-yl)-pyridin-3-yloxymethyl]-3-phenyl-propyla^ 
(15)-2-(5-Isoquinolin-6-yl-pyridin-3-yloxy)-l-(l-methyl-li/-indol-3-ylmethyl)- 

ethylamine trifloroacetic acid salt; 

(15)-[l-(lJ^^Indol-3-ylmethyl)-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)^^^^ 

dimethyl-amine; . 

-Benzo[b]thiophen-3-y lmethyl-2-[5-(3-methyl- l^-indazol-5-yl)-pyridin-3- 
yloxyj-ethylamine; 

(15^--2-[5-(3-Methyl-li?-indazol-5-yl)-pyridin-3-yloxy]-l-thiophen-3-ylmethyl- 
ethylamine; 

(l»y)-l-Benzyloxymethyl-2-(5-isoquinolin-6-yl-pyridin-3-yloxy)-ethylamine; 
(15)-l-Benzyloxymethyl-2-f5-(3-methyl-li/-indazol-5-yl)-pyridin-3-yIoxy]- 
ethylamine; 

( 15)-2-(5-Isoquinolin-6-yl-pyridin-3 -yloxy)- 1 -(naphthalen-2-y loxymethyl)- 
ethylamine; 

(lS)-2-(5-Isoquinolin-6-yl-pyridin-3-yIoxy)-l-(pyridin-3-yloxymethyl)-ethyIamine; 

(lS)-2-(5-IsoquinoIin-6-yl-pyridin-3-yIoxy)-l-(quinolin-7-yloxymethyI)-ethylamine; 

(2S)-4-[2-Amino-3-(5-isoquinolin-6-yI-pyridin-3-yIoxy)-propoxy]-benzonitrile; 

(2S)-N'-(5-(3-methyl-lH-indazoI-5-yl)-pyridin-3-yl)-3-phenyl-propane-l,2-diamine; 

(2S)-N-(2-Amino-3-phenyl-propyl)-N-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yl]- 
methanesulfonamide; 

(2S)-N-(2-Amino-3-phenyl-propyl)-N-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yl]- 
benzenesulfonamide; 

(2S)-N-(2-Amino-3-phenyl-propyl)-N-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yl]- 
benzamide; 
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(2S)-N-(2~Amino«3-phenyl-propyl)-N-[5-(3-methyI-lH-indazol-5"yl)-pyri^ 
acetamide; 

275 (2S)-3-[2-Amino-3-(lH-indol-3-yI)-propylidene]-5-isoquinolin-6-yI-l,3-dihy 
indol-2-one; 

(1 S)-2-(5-IsoquinoIin-6-yl-pyridin-3-yloxy)- 1 -(1 -methyl- 1 H-indol-^ 
ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-[5-(lH-pyrroIo[2,3-b]pyridin-5-yl>pyri^ 
280 ethylamine; 

(lS)-2-{5-[2-(2-Fluoro-pyridin-4-yl)-vinyl]-pyridm-3-yloxy}-l-(lH-indo^ 

ylmethyl)-ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-{5-[2-(2-methoxy-pyridin-4-yl)-vinyl]-pyridin-3- 
yloxy } -ethylamine; 

285 (lS)-l-(lH-Indol-3-ylmethyl)-2-{5-[2-(2-phenoxy-pyridin-4-yl)-vinyl]-pyridin-3- 
yloxy} -ethylamine; 

( 1 S)-2- { 5-[2-(2-BenzyIsuIfanyl-pyridin-4-yl)-vinyl]-pyridin-3-y ioxy } - 1 -( 1 H-indol-3 - 
ylmethyl)-ethylamine; 

[4-(2-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxyi-pyridin-3-yl}-vinyl)-pyridin-2- 
290 yl]-cyclopropyl-amine; 

[4-(2-{5-[(26)-2-Amino-3-(lif-indol-3-yl)-propoxy]-pyridin-3-yl}-vinyl>pyridin^^^ 
ylj-benzyl-amine; 

[4-(2-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-vinyl)-pyridin-2- 
yl]-ethyl-amine; 

295 [4-(2-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-vinyl)-pyridin-2- 
yl]-methyl-amine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-{5-[2-(2-indol-l-yl-pyridin-4-yl)-vinyl]-pyridin-3- 

yloxy} -ethylamine; 

(±)-2-[5-(3-Methyl-lH-indazol.5-yl)-pyridin-3-yloxy]-l-(2-methyl-lH-indoI-3- 
300 ylmethyl)-ethylamine; 

^ 7-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-quinazolin-2-yIamine; 
2-Phenyl-2-(3-pyridin-4-yl-lH-pyrazolo[3,4-b]pyridin-6-yl)-ethylamine; 
NaphthaIen-2-yl-(3-pyridin-4-yl-lH-pyrazolo[3,4-b]pyridin-6-yl)-acetonitrile; 
2-Naphthalen-2-yl-2-(3-pyridin-4-yl-lH-pyrazolo[3,4-b]pyridin-6-yl)-ethylamine; 
305 (3-Isoquinolin-6-yl-lH-pyrazolo[3,4-b]pyridin-6-yi)rphenyl-acetonitrile; 

2-(3-Isoquinoiin-6-yl-lH-pyrazolo[3,4-b]pyridin-6-yl>2-phenyl-ethylamine; 

( 1 S)- 1 -Benzyl-2-(3-pyridin-4-yI- 1 H-pyrazolo[3 ,4-b]pyridin-5-yioxy)-ethylamine; 

2-Benzyl-3-[5-(3-methyI-lH-indazol-5-yl)-pyridin-3-yloxy]-propylamine; 
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( 1 S)- 1 -( 1 H-Indol-3«y Imethy I)-2-(2-py ridin-4-y l-[ 1 ,7]naphthyridin-5-y loxy)- 
310 ethylamine; 

( 1 R)- 1 -(1 H-Indol-3-ylmethy l)-2-(2-pyridin-4-yI-[l ,7]naphthyridin-5-yloxy)- 
ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-(5-isoquinolin-6-yl-pyridin-3-ylsuIfanyl)-ethy^ 
( 1 S)- 1 -( lH-Indol-3-ylmethyl)-245-(3-methyl-lH-indazol-5-yI)-pyridi^ 
315 ethylamine; 

( 1 S)- 1 -(4-Bromo-benzyl)-2-[5-(3-methy 1- 1 H-indazol-5-yl)-pyridin-3-y loxy]- 
ethylamine; 

(lS)-l-(lH-Indol-3-yImethyI)-245-(2-methyl-quinazolin-7-yl)-pyrid 
ethylamine; 

320 (lS)-l-(lH-IndoI-3-ylmethyl)-2-[5-(lH-indol-5-yl)-pyridin-3-yloxy]-ethylamine; 

(lS)-l-(lH4ndol-3-ylmethyl)-2-{5-[4-(lH-tetrazol-5-yl)-phenyl]-pyridin-3-yloxy}- 
ethylamine; 

( 15)- 1 -( l//-Indol-3 -y Imethy l)-2-(5-isoquinolin-6-yl-pyrimidin-4-y loxy)-ethylamine; 
( 1 S)- 1 -Benzy I-2-[3 -(3 -methyl- 1 H-indazol-5 -yl)-phenoxy]-ethy lamine; 
325 ( 1 S)-l-BenzyI-2-[6-(3-methyl-lH-indazol-5-yl)-pyridin-2-yloxy]-ethylamine; 

(lS)-2-[5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yioxy]-l-(4-thiophen-3-yl-benzyl)- 
ethylamine; 

( 1 S)- 1 "•(4-Iodo-benzyl)-2-[5-(3-methy 1- 1 H-indazoI-5-yl)-pyridin-3 -yloxy]- 
ethylamine; 

330 [4-((2S)-2-Amino-3-phenyl-propoxy)-2-(3-methyl-lH-indazol-5-yl)-phenyl]- 
methanol; 

(lS)-2-[5-(lH-Benzotriazol-5-yl)-pyridin-3-yloxy]-l-(lH-indol-3-ylmethyl)- 
ethylamine; 

(lS)-2-[5-(lH-Benzotriazol-5-yl)-pyridin-3-yloxy]-l-benzyl-ethylamine; 
335 (lS)-l-Benzyl-2-[5-(3-morphoIin-4-yl-lH-indazol-5-yl)-pyridin-3-yIoxy]-ethylamine; 

( 1 S)- 1 -Benzy 1-2- {5-[3-(4-methyl-piperazin- 1 -y 1)- lH-indazol-5-yl]-pyridin-3-yloxy } - 

ethylamine; 

(lS)-{5-[5-(2-Amino-3-phenyl-propoxy)-pyridin-3-yl]-lH-indazol-3-yl}-dimethyl- 

amine; 

340 (lS)-{5-[5-(2-Amino-3-phenyl-propoxy)-pyridin-3-yl]-lH-indazol-3-yl}-(2-methoxy- 
ethyl)-amine; 

{5-[5-((2S)-2-Amino-3-phenyl-propoxy)-pyridin-3-yl]-lH-indazol-3-yl}-(2- 

morpholin-4-yl-ethyI)-amine; 

5-[5-((2S)-2-Amino-3-phenyl-propoxy)-pyridin-3-yl]-lH-indazol-3-ylamine; 
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345 N-{5-[5-((2S)-2-Amino-3-phenyl-propoxy)-pyridin-3-yl]-lH-indazol-3-yl^ 

- trifluoro-acetamide; 

(2S)-2-Amino-N-[5-(3-methyl-lH--indazol-5-yl)-pyridin-3-yl]-3-phenyl- 
proplonamide; 

(lS)-2-[5-(3-Benzyl-lH-indazol-5-yl)-pyridin-3-yloxy]-lKlH-indol-3-ylmet^^ . 
350 ethylamine; 

(lS)-l-Benzyl-2-[5-(3-ben2:yl-lH-indazoI-5-yl)-pyridin-3-yloxy]-eA^^ 
(lS)-2-[5~(3-Benzyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-methyl-ethylamine; 
(6-{5-[(2S>2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-cinnoIin^^^^ 
phenyl-amine; 

355 (lS)~2-[5-(lH-IndazoI-6-yl)-pyridin-3-yloxy]-l-(lH-indol-3-ylmethyl)-ethylam 

5- {5-[(2S)-2-Aniino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-2,3-dihydro-isom^^ 

1-one; 

6- {5-[(2S)-2-Amino-3-(lH-indol-3-yI)-propoxy]-pyridin-3-yl}-lH-cinnolin-^^ 
(1 S)- 1 -( 1 H-Indol-3-y lmethyl)-2-[5-(4-phenyl-clnnoIin-6-yl)-pyridin-3-yloxy]- 

360 ethylamine; 

(6- { 5-[(2S)-2-Amino-3-( lH-indol-3-yl)-propoxy]-pyridin-3-yl} -cinnolin-4-yl)- 
benzyl-amine; 

(6-{5-[(2S)-2-Aniino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-cirinoIin-4-yi)- 
methyl-amine; 

365 6-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-cinnoIin-4-ylamine; 

[(3S)-3-(5-Isoquinolin-6-yl-pyridin-3-yloxyniethyl)-l,2,3,4-tetrahydro-b-carboIin-^^ 
yl]-methanol; 

3-(5-Isoquinolin-6-yl-pyridin-3-yloxymethyI)-2,3,4,9-tetrahydro-lH-D-carboIine; 
5-{5-[(2S)-2-Amino-3-(lH-indoi-3-yl)-propoxy]-pyridin-3-yl}-lH-indazole-3- 
370 carboxylic acid; 

5-[5-((2S)-2-tert-Butoxycarbonylamino-3-hydroxy-propoxy)-pyridin-3-yl]-3-niethyl- 
indazole-1 -carboxylic acid tert-butyl ester; 

5-[5-((2S)-Aziridin-2-ylmethoxy)-pyridin-3-yl]-3-methyl-lH-indazole; 
(lS)-2-[5-(3-Methyl-lH-lndazol-5--yl)-pyridin-3-yloxy]-l-(3-trifluoromethoxy- 
375 benzyl)-ethylamine; 

(lS)-l-(3,5-Dichloro-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamlne; 

(lS)-l-(2,3-Dichloro-benzyl)-2-[5-(3-niethyI-lH-indazol-5-yl)-pyridin-3-yIoxy]- 
ethylamine; 

380 (lS)-l-Biphenyl-3-ylmethyI-2-[5-.(3-niethyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 
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(lS)-l-(3-Chloro-4-fluoro-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyr^^ 
ethylamine; 

(lS)-l-(4-Chloro-3-fluoro-benzyl)-245-(3-methyl-lH-indazol-5-yI)-pyridin-3-^ 
385 ethylamine; 

(lS)-2-[5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(4-trifluorometh^ 
• benzyl)-ethylamine; 

(lS)-l-(2-Fluoro-4-trifIuoromethyl-benzyI)-2-[5-(3-methyl-lH-indazol-5-yl)-py^^^ 
3-yIoxy]-ethyIamine; 

390 (1 S)-l -(3-FIuoro-54rifluoromethyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin- 

3 -y loxy ]-ethy lamine ; 

(lS)-l-(2-Methoxy-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(3-{(2S)-2-Amino-3-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]--propyl}- 
395 phenyl)-dimethyl-amine; 

(lS)-l-(4-Chloro-2-methyl-benzyl)-2-[5-(3-methyl-lH-indazol-5ryl).pyridm^ 
yloxy]-ethylamine; 

(lS)-lK3-Iodo-benzyl)-2-[5-(3-methyl-lH4ndazol-5-yl)-pyridin-3-yb^ 
ethylamine; 

400 (1 Sy (1 S)-l-(3-Fluoro-4-methyl-benzyl)-2-[5-(3-methyHH-indazol-5-yl)-pyridin-3- 

yloxy]-ethylamine; 

(lS)-l-(3-Fluoro-4-methoxy-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3- 
yloxy]-ethylamine; 

(lS)-246-Chloro-5-(3-methyl-lH-indazoI-5-yI)-pyridin-3-yloxy]-l-(3,4-dichl^^^ 
405 benzyl)-ethylamine; 

(lS)-l-(2-Fluoro-6-trifluoromethyl-benzyI)-2-[5-(3-methyl-lH-indazoI-5-yl)-pyri 
3-yloxy]-ethylamine; 

( 1 S)- 1 -(4-Fluoro-3-trifluoromethyl-benzyl)-2-[5-(3-methyl-lH-indazoi-5-yl)-pyridin- 
3 -y loxy ] -ethy lam ine ; 

410 (lS)-l-Furan-2-yimethyl-2-[5-(3-methyl-lH-indazbl-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-l-Benzofuran-2-yImethyl-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-l-(3-FIuoro-4-trifluoromethyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-^^^ 
415 3-yloxy]-ethyIamine; 

( 1 S)- 1 -(4-Chloro-3-methyl-benzyl)-2-[5-(3-methy 1- 1 H-indazol-5-ylj-pyridin-3- 
y loxy] -ethy lam ine; 
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(lS)-l-Furan-3-ylmethyl-2-[5-(3-methyl-lH4ndazol-5-yl)-pyridin-^ 
ethylamine; 

420 (lS)-l-(2-Fluoro-5-methyl-benzyl)-245-(3-methyl-lH-indazol-5-yl)-pyrid^ 
y loxy ] -ethy lam ine; 

( 1 S)- 1 -(3-Chloro-5 -fluoro-benzyl)-2"[5-(3 -methyl- 1 H-indazoI-5-yl)-^ 
ethylamine; 

(lS)-2-[5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(3,4,5-trifluoro^^ 
425 ethylamine; 

(1 S)-l -(4-.Fluoro-3-methyl-ben2yl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3- 

yloxy]-ethylamine; 

(lS)-l-(2,4-Dichloro-benzyl)-2-[5-(3-methyI-lH-indazol-5-yl)-pyridin-3-yloxy3- 
ethylamine; 

430 ( 1 S)- 1 -(4-Chloro-3-trifluoromethyl-benzyl)-2-[5-(3-methyl- 1 H-indazol-5-y l)-pyridin- 

3-yIoxy]-ethylamine; 

( 1 S)-2-[5-(3-Methyl- 1 H-indazol-5-yl)-pyridin-3-yloxy]- 1 -(2-trifluoromethoxy- 
benzyl)-ethylamine; 

(lS)-l-(2,5-Dimethoxy-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-. 
435 ethylamine; 

(lS)-2-[5-(3-Methyl-lH-indazol-5-yI)-pyridin-3-yloxy]-l-(4-methylsulfanyl-benzyl)- 
ethylamine; 

(lS)-l-(2-Cydohexyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

440 (lS)-l-(2,5-DichIoro-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-l-(2,5-Dimethyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-l-(2,3-Dimethyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
445 ethylamine; 

(lS)-l-(3,4-Dichloro-benzyl)-2-[5-(3-methyHH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-l-(2,4-Dimethyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

450 (lS)-l-(3-Fluoro-4-trifluoromethyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin- 
3-yloxy]-ethylamine; 

(lS)-l-(3,5-Dimethyl-benzyl)-2-[5-(3-methyHH-indazol-5-yl>pyridin-3-yloxy]- 
ethylamine; 
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(lS)-l-BiphenyI-2-ylmethyl-2<[5-(3-methyl-lH-indazol-5-yl)-pyrid 

455 ethylamine; 

(lS)-l-(3,4-Dimethyl-benzyl)-2-[5-(3-methyl-lH-inda2ol-5-yl)-pyridin-3-yloxy]- 
• ethylamine; 

(lS)-l-(23-Difluoro-benzyl)-245-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy 
ethylamine; 

460 (lS>l-(2,5-Difluoro-benzyl)-2-[5-(3-methyl-lH4ndazol-5-yl)-pyridin-3-yloxy^ 
ethylamine; 

(lS)-l-(2,6-Dichloro-benzyl)-245-(3-methyl-lH-inda2ol-5-yl)-pyridin-3-ylo^ 

ethylamine; 

(lS)-l-(2,4-Difluoro-benzyl)-2-[5-(3-methyl-lH-lndazol-5-yl)-pyridin-3-yloxy]- 
465 ethylamine; 

(lS)-l-(2,6-Dimethyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-l-(23-Dihydro-benzo[l,4]dioxin-6-ylmethyl)-2-[5-(3-methyl-lH-indazol-5-yl) 
pyridin-3-yloxy]-ethylamine; 
470 (lS)-l-(3,5-Difluoro-benzyl>2-[5-(3-methyl-lH-inda2ol-5-yl)-pyridin-3-yloxy] 
ethylamine; 

( 1 S)- 1 -(2,6-Difluoro-benzyl)-2-[5-(3 -methy H H-indazol-5-yl)-pyridin-3-y loxy]- 
ethylamine; 

(lS)-l-Benzo[l,3]dioxol-5-ylmethyl-2-[5-(3-methyMH-indazol-5-yl)-pyridin-3- 

475 yloxy]-ethylamine; 

(1 S)-l -(4-Fluoro-3-methyI-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3- 

yloxy]-ethylamine; 

(lS)-2~[5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(2,4,6-trimethyl-benzyl)- 
ethylamine; 

480 (lS)-l-(2,4-Dimethoxy-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-2-[5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(4--trifluoromethyl-benzyI)- 
ethylamine; 

(lS)-l-(5-Fluoro-2-methyI-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3- 

485 yloxy]-ethylamine; 

(lS)-l-(3,5-Bis-trifluoromethyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-^ 

yloxy]-ethylamine; 

( 1 S)- 1 -(4-Fluoro-2-methyl-benzyl)-2"[5-(3-methy 1- 1 H-indazol-5-yl)-pyridin-3 - 
yloxyj-ethylamine; 
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490 ( 1 S)- 1 -(5 «Fluoro-2-niethoxy-benzyl)-2-[5-(3-raethyl- 1 H-indazol-5-yl)-pyridin-3- 

yloxyj-ethylamine; 

(lS)-2-[5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(2-methyl-nap 
ylmethyl)-ethylamine; 

(lS)-l-(2,2-Difluoro-benzo[l,3]dioxol-4-ylmethyl)-2-[5-(3-methyl^ 
495 pyridin-3-yloxy]-ethylamine; 

(lS)-l-(4-Fluoro-naphthaIen-l-ylmethyl)-2-[5-(3-methyl-lH-indazoI-^ 
yloxy]-ethylamine; 

(lS)-2-[5K3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(2,2,33-tetraflu^ 
dihydro-benzo[l,4]dioxin-6-ylmethyl)-ethylamine; 
500 ( 1 S)-2-[5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 1 -(4-methyl-naphthaIen- 1 - 

yimethyl)-ethylamine; 

(lS)-245-(3-Methyl-lH-mdazol-5-yl)-pyridin-3-yloxy]-l~(2,4,64rifluoro-ben 
ethylamine; 

(lS)-2.[5K3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(2,3,4-trifluoro-ben^^ 
505 ethylamine; 

( 1 S)- 1 K4-Bromo-2-fluoro-benzyl)-2-[5-(3-me11iy I- lH-indazol-5-yl)-pyridin-3-y loxy]- 
ethylamine; 

(lS)-l-(4-Bromo-3-fluoro-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yl^ 
ethylamine; 

510 (lS)-l-(2-Bromo-'4,6-difluoro-benzyl)-2-[5-(3--methyl-lH-indazol-5-yl)-pyridin-3- 
yioxyj-ethylamine; 

.(lS)-l-(4-Bromo-3-methyl-benzyl)-2-[5-(3-methyl-lH-indazol-5-yI)-pyridin-3- 
yloxy]-ethylamine; 

( 1 S)-Bromo-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-ethylamine; 
515 ( 1 S)- 1 -(3-Methoxy-benzyl)-2-[5 -(3-methyl- 1 H-indazol-5-yl)-pyridin-3-yloxy]- 

ethylamine; 

(1 S)-l-(3-Bromo-benzyl)-2-[5-(3-methyl-lH-indazol-5".yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-l-(2-Methoxy-naphthalen-l-ylmethyl)-2-[5-(3-methyI-lH-indazol-5-yl)-pyridin- 
520 3 -y loxy] -ethy lam ine ; 

(lR)-l-(4-ChIoro-benzyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lR)-l-Benzo[l,3]dioxol-5-ylmethyl-2-[5-(3-methyl-lH-'indazol-5-yI)-pyridin-3- 
y loxy] -ethy lam ine; 

525 (1 R)- 1 -(3 -Fluoro-4-methyl-benzyl)-2-[5-(3-methy 1- lH-indazol-5-y l)-pyridin-3- 

yloxyj-ethylamine; 
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( 1 S)-l -Benzyl-2-[6-chloro-5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-l-(4-Bromo-benzyl)-2-[6-chloro-5-(3-methyl-lH-indazol-5-yl)rpyridm^ 
530 ethylamine; 

(lS)-l-(4-Chloro-benzyl)-2-[6-chloro-5-(3-methyl-lH-indazol-5-^ 
ethylamine;. 

(lS)-2-[6-Chloro-5-(3-methyl-lH-indazol-5-yl)-pyridinO-yloxy] 
cyclohexylmethyl-ethylamine; 
535 (lS)-2-[6-ChIoro-5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yIoxy]-l-(2,^ 
benzyl)-ethyl amine; 

(lS)-l-[6-ChIoro-5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxymethyl]-2 -phenyl- 
propylamine; 

(lS)-l-[6-Chloro-5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxymethyI]-2,2-diphenyl- 
540 ethylamine; 

(lS)-l-[5-(3-Methyl--lH-indazoi-5-yl)-pyridin-3-yloxymethyl]-2-phenyl-propylamine; 
(lS)-l-[5-(3-MethyI-lH-indazol-5-yI)-pyridin-3-yloxymethyI]-2,2-.diphenyl- 
ethylamine; 

(lS)-3-Methyl-l-[5-(3-methyl-lH-indazoI-5-yI)-pyridin-3-yloxymethyl]-butylamine; 
545 (lS)-2-[6-Chloro-5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-l-(lH-indol-3- 
ylmethyl)-ethylamine; 

(lS)-2-(6-Chloro-5-thieno[2,3-c]pyridin-2-yl-pyridin-3-yloxy)-l-(lH-indol-3- 
ylmethyl)-ethylamine; 

5-[(2S)-2-Amino-3-(lH-indoI-3-yI)-propoxy]-3-isoquinolin-6-yl-pyridine-2- 
550 carbonitrile; 

( 1 S)- 1 -( 1 H-Indol-3-yImethyl)-2-[5-(3 -phenyl-isoquinolin-6-yl)-pyridin-3-yioxy]- 
ethylamine; 

(lS)-2-[5-(3-Ethyl-isoquinolin-6-yl)-pyridin-3-yloxy]-l-(lH-indol-3-ylmethyl)- 
ethylamine; 

555 ' (1 S)-l -( 1 H-Indol-3-ylmethyl)-2-[5-(3-pyridin-4-yl-isoquinolin-6-yl)-pyridin-3- 

yloxyj-ethylamine; 

(lS)-2-[5-(3-Furan-2-yl-isoquinolin-6-yI)-pyridin-3-yloxy]-l-(lH-indol-3-ylmethyl)- 
ethylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-[5-(3-phenylethynyl-isoquinolin-6-yl)-pyridin-3- 
560 yloxy]-ethylamine; 

( 1 S)- 1 -( 1 H-Indol-3-y Imethy l)-2-[5-(3 -prop- 1 -yny 1-isoquinol in-6-y l)-py ridin-3 - 
yloxyj-ethylamine; 
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(lS)-l-(lH-Indol-3-ylmethyl)-2-[5-(3-vinyl-isoquinolin-6-yl)-pyri^^ 
ethylamine; 

565 (lS)-6-{5-[2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-isoquinoline-3- 
carbonitrile; 

(lS)-l-(lH-IndoI-3-ylmethyl)-2-(5-isoquinolin-6-yl-6-vinyl-pyridm 
ethylamine; 

(lS)-2-(6-Ethynyl-5-isoquinolin-6-yl-pyridin-3-yloxy>l-(lH-indol-3-ylmet^^^ 
570 ethylamine; 

(lS)-2-(6-Furan-2-yl-5-isoquinolin-6-yl-pyridin-3-yloxy)-l-(lH-indol-3-ylmethyl)^ 
ethylamine; 

( 1 S)- 1 -( 1 H-Indol-3-y Imethy I)-2-(5-isoquinolin-6-yl-6-pheny lethyny l-pyridin-3- 
yloxy)-ethyiamine; 

575 6-{5-[(2S)-2-Amino-3-(lH-indol-3-yI)-propoxy]-pyridin-3-yl}-isoquinoiin-5- 
ylamine; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-[5-(8-methyl-isoquinolin-6-yl)-pyridin-3-yloxy]- 
ethylamine; 

(lS)-245-(4-Chloro-thieno[2,3-c]pyridin-2-yl)-pyridin-3-yloxy]-l-(lH-indo 
580 ylmethyl)-ethylamine; 

( 1 S)- 1 -( lH-Indol-3-ylmethyl)-2-.[5-(4-phenyl-thieno[2,3-c]pyridin-2-yl)-pyridin-3- 
yloxy]-ethyiamine; 

( 1 S)- 1 -( 1 H-IndoI-3-y lmethyl)-2-[5-(4-phenoxy-thieno[2,3-c]pyridin-2-y l)-pyridin-3 - 
yloxy]-ethylamine; 

585 (lS)-l-(lH-Indol-3-ylmethyl)-2-[5-(4-vinyl-thieno[2,3-c]pyridin-2-yl)'pyridin-3- 
yloxy]-ethylamine; 

(lS)-2-[5K4-EthyI-thieno[2,3-c]pyridin-2-yl)-pyridin-3-yloxy]-l-(lH-indol-3- 
ylmethyl)-ethylamine; . 

(lS)-(2-{5-[2-Amino-3KlH-indol-3-yl)-propoxy]-pyridin-3-yl}-thieno[2,3-c]pyri^ 

590 4-yl)-phenyl-amine; 

5- {5-[ (2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3,3-difluoro-l,3- 
dihydro-indol-2-one; 

6- {5-[(2S)-2-Amino-3-(lH-indoI-3-yl)-propoxy]-pyridin-3-yl}-3H-oxazolo[4,5- 

b]pyridin-2-one; 

595 Nl-(5-Isoquinolin-6-yl-pyridin-3-yl)-ethane-l,2-diamine; 

Naphthalene-2-sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6-yl-pyridin-3-yl)-amide; 
Naphthalene- 1 -sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6-.yl-pyridin-3-yl)-amide; 
5-Dimethylamino-naphthalene-l -sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6-yl- 
pyridin-3-yI)-amide; 
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600 Quinoline-5-sulforiic acid (2-amino-ethyl)-(5-isoquinolin-6-yI-pyridin-3-yl)-amide; 

Biphenyl-4-sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6-yl-pyridin-3-yl)-amide; 
1 -Methyl- lH-imidazole-4-sulfonic acid (2-amino-ethyl)-(5-isoquinolin-6-yi-pyridin- 
3-yl)-amide; 

3-Amino-2-[5-(3-methyl-lH-indazol-5--yI)'-pyridin-3-yloxy]-propan-l-ol; 
605 2-[5-(3-Methyl-lH-inda2ol-5-yl)-pyrldin-3-yloxy]-3-phenoxy-propylamine; 

2- [5-(3-Methyl-lH-indazoI-5-yl)-pyridin-3-yloxy]-3-(naphthalen-2-ylo^^ 
propylamine; 

3- (Biphenyl-4-yloxy)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]^ 
propylamine; 

610 2-[5-(3-Methyl-lH-indazol-5--yl)-pyridin--3-yloxy]-3-(quinolin-7-yloxy)-propylamine; 

2-[5-(3-Methyl-lH-indazol-5-yl)-pyridin--3-yloxy]-3-(pyridin-4-yloxy)-propylamine; , 

2- [5-(3-Methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-3-(naphthalen-l-yloxy)- 
propylamine; 

3- {(2S)-2-Amino-3-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-propyl}-lH- 
615 indol-5-ol; 

(lS)-l-(5-Methoxy-lH-indol-3-ylmethyl)-2-[5-(3-methyl-lH-indazol-5-^ 

yloxy]-ethyIamine; 

(lS)-l-(5-Ethoxy-lH-indol-3-ylmethyl)-2-[5-(3-methyl-lH-indazol-5-yI)-pyridin^^ 
yloxy]-ethylamine; 

620 (lS)-l-(5-Butoxy-lH-indol-3-ylmethyl)-2-[5-(3-methyI-lH-indazol-5-yl)-pyr 
yloxy]-ethylamine; 

(lS)-l-(5-Isopropoxy-lH-indol-3-ylmethyl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin- 
3-yloxy]-ethylamine; 

3-(lH-IndoI-3-yl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-propan-l-ol^ 
625 3-(lH-Indol-3-yl)-2-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3-yloxy]-propylamine; 

Naphthalene-2-sulfonic acid (2-amino-ethyl)-[5-(3-methyl-lH-indazol-5-yl)-pyridin- 
3-yi]-amide; 

Biphenyl-4-sulfonic acid (2-amino-ethyl)-[5-(3-methyl-lH-indazol-5-yl)-pyridin-3- 
yl]-amide; 

630 5-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-isopropylidene-l,3- 
dihydro-indol-2-one; . 

5-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-(lH4midazo^ 
ylmethylene)-l,3-dihydro-indol-2-one; 

5-{5-[2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-pyridin-2-yIme11iylene- 
635 l,3-dihydro-indol-2-one; 
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5-{5-[(2S)-2-Amino-3"(lH-indoI-3-yl)-propoxy]-pyridin-3-yl}-3-fu^^ 
y Imethylene- 1 ,3 -dihydro-indol-2-one; 

5-{54(2S)-2-Amino-3-(lH-indoK3-yl)-propoxy]-pyridin-3-yI}-3-(5-methyl^^^^ 
ylmethyIene)-l,3-dihydro-indol-2-one; 
640 5-{5-[(2S)-2-Amino-3-(lH-indol-3«yl)-propoxy]-pyridin-3-yI}-3-(4,5'dimethyK&^^ 

2- ylmethyIene)-l,3-dihydro-indol-2-one;' 

5-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-thio 
ylmethylene-l,3-dihydro-indoI-2-one; 

5-{54(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-(l-methyl-lH- 
645 pyrrol-2-ylmethylene)-l ,3-dihydro-indol-2-one; 

5-{ 5-[(2S)-2-Amino-3 -( 1 H-indol-3-yl)-propoxy]-pyridin-3-yI} -3-(lH-indol-3- 
ylmethylene)-l,3-dihydro-indol-2-one; 

5-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yI}-3-(l-phenyl-lH- 
pyrrol-3-ylmethylene)- 1 ,3'-dihydro-indol-2-one; 
650 5-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-pyridin-3- 
ylmethylene- 1 ,3-dihydro-indol-2-bne; 

5-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-(lH-pyiTol-3- 
ylmethylene)- 1 ,3-dihy dro-indol-2-one; 

5 - { 5 -[(2 S)-2-Am ino-3 -( 1 H-indoI-3 -yl)-propoxy]-pyridin-3 -yl} -3 -(tetrahydro-pyran-4- 
655 y lidene)- 1 , 3 -dihy dro-indol-2-one; 

5-{5-[(2S)-2>Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-(4-ethyI-3,5- 
dimethyl-lH-pyrrol-2-ylmethyiene)-l,3-dihydro-indol-2-one; 

5-{5-[(2S)-2-Amino-3-(lH".indol-3-yl)-propoxy]-pyridin-3-yl}-3- 
cyclopropy Imethylene- 1 ,3 -dihydro-indol-2-one; 
660 5-{5-[(2S)-2-Amino-3-(lH-indoI-3-yl)-propoxy]-pyridin--3-yl}-3-pyrrolidin-2- 
ylmethylene-l33-dihydro-indol-2-one; 

5-(5-{54(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yI}-2;Oxo-l,2-dm^^ 
indol-3-ylidenemethyI)-furan-2-carboxylic acid; 

5-{5-[(2S)-2-Ammo-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3-benzylidene-l,^ 
665 dihydro-indol-2-one; 

5-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-lH-m^^ 

3- oxime; 

( 1 S)-2-(5-Benzo[b]thiophen-2-yl-6-furan-2-y l-pyridin-3-y loxy)- 1 -( lH-indol-3- 
ylmethyl)-ethylamine; 

670 ( 1 S)-2<5-Ben2o[b]thiophen-2-yl-6-vinyl-pyridin-3-yloxy)-l -(lH-indol-3-yImethyI)- 

ethylamine; 
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(lS)-2-(5-Benzo[b]thiophen-2-yl-6-thiophen-2-yl-pyridin-3-ytoxy^^ 
ylmethyO-ethylamine; 

(lS)-2-(5«Benzo[b]thiophen-2-yl-6-thiazol-2-.yl-pyridin-3-yloxy)-l-(lH-indol-3- 
675 ylmethyl)-ethylamine; 

(lS)-2-(5-Benzo[b]thiophen-2-yI-6-pyrazin-2-yl-pyridin-3-yloxy)-l-(lH-i^^^ 
ylmethyl)-ethylaraine; 

{5-[(2S)-2-Amino-3-(lH-indoIO-yl)-propoxy]-3-benzo[b]thiophen-2-yl-pyridin-2- 

yl} -phenyl-amine; 

680 {5-[(2S)-2-Amino-3-(lH-indoI-.3-yl)-propoxy]-3-benzo[b]thiophen-2-yl-pyridin-2- 
yl}"Pyridin-3-yI-amine; 

6-{5-[(2S)-2-Aniino-3-(lH--indol-3-.yl)-propoxyJ-pyridin-3-yl}-3H-benzooxazol--2- 

one; 

1- Benzoimida2ol-l-ylmethyl-2-[5-(3-niethyl-lH-indazol-5-yl)-pyridin-3-yl^^^ 
685 ethylamine; 

2- [5-(3-Methyl-lH-indazoI-5-yl)-pyridin-3-yloxy]-l-niorpholin-4-ylme 
ethylamine; 

5-[5-((2S)-2-Amino-3-phenyl-propoxy)-pyridin-3-yl]-l,3-dihydro-indol-2-one; 

5-[5-((2S)-2-Aniino-3-phenyl-propoxy)-pyridin-3-yl]-3-(lH-pyrrol-2-ylmethyIen^ 
690 l,3-dihydro-indol-2-one; 

5-[5-((2S)-2-Amino-3-phenyl-propoxy)-pyridin-3-yl]-3-furan-2-ylmethyIene-l,3- 
dihydro-indol-2-one; 

(lS)-l-Benzoiniidazol-l-ylmethyl-2"[5-(3-niethyl-lH-indazol-5-yl)-^^^ 
ethylamine; 

695 3-{3-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-5-isoquinolin-6-yl-pyridin-4-yl}- 
acrylonitrile; 

(lS)-l-(lH-Indol-3-ylmethyl)-2-(5-isoquinolin-6-yl-4-methyl-pyridin-3-yloxy)- 
ethylamine; 

5-{5-[(2S)-2-Amino-3-(lH-indoI-3-yl)-propoxy]-pyridin-3-yl}-3-methyl-l,3-dihydro- 
700 indol-2-one; 

5-{5-[(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yl}-3,3-dimethyI-I,3- 
dihydro-indol-2-one; 

5 -{ 5-[(2S)-2-Amino-3-( 1 H-indoI-3 -yl)-propoxy]-pyridin-3-yl} - 1 ,3,3-trimethy H ,3- 
dihydro-indol-2-one; 

^705 5-{54(2S)-2-Amino-3-(lH-indol-3-yl)-propoxy]-pyridin-3-yI}-3-ethyI-l,3-di 
indol-2-one; and 

5-{5-[(2S)-2-Amino-3-(lH-indoi-3-yl)-propoxy]-pyridin-3-yl}-3-benzyl-l,3-dihydro- 
indoI-2-one. 
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21. A pharmaceutical composition comprising a compound of Claim 1, or a 

therapeutically acceptable salt thereof, in combination with a pharmaceutical ly acceptable 
carrier. 

22. A method of inhibiting protein kinases in a patient in recognized need of such 
treatment comprising administering to the patient a therapeutically acceptable amount of a 
compound of Claim 1, or a therapeutically acceptable salt thereof. 
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